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CHRONIC ULCERATIVE COLITIS —AN ALLERGIC DISEASE 
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Oakland, California 
Fy )R twelve years this writer'® has gathered evidence that an erythem- 
atous, eczematous-like, inflammatory reaction due to food, and less often 
to pollen and other inhalants and to drug allergy, is the primary cause of 
chronic ulcerative colitis. Allergy to bacteria and the Sanarelli-Schwartz- 
man reaction also need study, though evidence for this now is lacking. 

When allergy is the sole cause, the symptoms and tissue changes grad- 
ually reduce or disappear with control of the allergies. When complicating 
infection, anemia, hypoproteinemia or avitaminosis are present, their treat- 
ment along with the control of the allergies is necessary for good results. 
Severe or fulminating ulcerative colitis can be due to marked food and/or 
inhalant and possibly drug allergy, with or without the above secondary 
complications. 

Andresen? in 1931 first suggested food allergy as the cause of chronic 
ulcerative colitis. In 1942 he confirmed this opinion in an extended article. 
Mackey,° in 1938, stressed food allergy in the production of this disease, 
but felt that it was of secondary importance to other major influences. 
This writer reported allergy especially to foods as the major cause in 1942, 


and for the first time pollen allergy was found to be responsible for the 

disease. Other inhalants also were suggested as probable major causes. 

Since then, confirmation of allergy to foods and less often to pollens was 

published in 1944,14 1947,17 1948,18 and 1949? by this writer. 
The following favor allergy as a primary cause: 


1. Gastrointestinal 


usually to foods, is very frequent, occur- 
ring in any part of the tract from the mouth to the rectum and anus. 
Local passive transfer in the mucosa of the rectum ileostomies and 
colostomies have been reported by Gray and Walze® and others. Oral and 
pharyngeal allergy and gastric allergy are common in our experience. Al- 
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lergic reactions in various parts of the small and large bowel account for 
colic, cramping, diarrhea, bleeding, abdominal soreness and pain, fever and 
other symptoms with varying frequencies. This writer has observed cases 
of regional enteritis controlled by the elimination of allergenic foods alone. 
Our experience also indicates that mucous colitis, the irritable bowel, sore- 
ness in the colon, constipation and diarrhea, rectal and anal soreness and 
spasm, a predisposition to hemorrhoids, pruritus ani and a secondary fis- 
tulae and abscesses are frequently due to allergy, especially to foods. 
Psychosomatic causes too frequently are blamed for these symptoms. 

2. Allergy best explains the primary lesions of this disease. The ery- 
thema, edema and easy bleeding can result from vascular allergy, as they 
do in atopic eczematous dermatitis. The mucosal granulation similar to 
that in the skin of atopic eczema is best explained by the multitudinous 
minute amounts of serum exuding into the mucosa from the allergenically 
inflamed capillaries. The clinical characteristics, course, and response to 
proper allergic treatment of cases of atopic dermatitis due to food pollen 
and other inhalant and drug sensitivities should be observed by all physi- 
cians who wish to understand the role of allergy in chronic ulcerative 
colitis. This continuous serous exudation from the allergically inflamed 
mucosa and the oozing of blood from the dilated capillaries in the mucosa 
increase hypoproteinemia. 

The herpetic ulcers can arise from minute vascular thromboses, similar 
to those which cause oral canker sores, which in practically all cases are 
due to food and at times to drug and bacterial allergies. Also autodigestion 
by pancreatic enzymes rushed into the colon by hyperperistalsis may en- 
large those ulcers and produce denudation of mucosa, perforation, bleeding 
or gross hemorrhage. 

When resistance to infection is low, infection of the mucosa, fever, ab- 
scesses, fistulas, perforation and peritonitis may occur. When resistance is 
high, the allergic colitis can continue in varying degrees with no complica- 
tions or fever due to infection. 

3. Chronic allergy can produce scar tissue. This is evidenced especially 
in the permanent scarring of the corneas from recurrent corneal ulcers with 
persistent inflammation due to food allergy observed by this writer. Thus, 
allergy with or without secondary infection may cause irreversible fibrosis, 
narrowing or stricture in the colon. 

4. Remissions can be explained by the tendency for clinical allergy to 
cease or decrease without apparent cause. Refractoriness to the allergic 
reaction after a severe allergic attack of asthma or allergic headache or 
chronic ulcerative colitis is best explained by the exhaustion of specific re- 
acting bodies in the shock tissues or temporary failure of production of 
such bodies. Thus even though causative allergens of foods or inhalants 
are ingested or inhaled, the allergic manifestation is minimal or absent. 

The decrease or absence of food allergy during the summer months, 
long reported by this writer,?* can explain temporary remissions in some 
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food-sensitive patients. And the decrease or absence of symptoms in the 
- seasons, especially the winter when the allergenic pollens are out of the 
air, Causes partial or complete relief from chronic ulcerative colitis due to 
pollen allergy. Temporary or intermittent ingestion or inhalation of allergic 
substances, moreover, can explain irregular exaggerations of ulcerative 
colitis. 

5. Localization of this disease in the rectum or other parts of the colon 
is better explained by allergy than by infection. The spreading tendency 
of atopic dermatitis is well known and probably exists in the allergic colon, 
explaining the extension of chronic ulcerative colitis in many patients. 

6. Fever may be due to food allergy alone. Usually a secondary in- 
fection is responsible. 

Thus allergy must receive adequate and experienced study as the prob- 
able major cause of all cases of this disease. The colon may be the only 
shock organ of allergy, though manifestations of allergy in other tissues 
may exist. Carefully taken dietary histories may reveal dislikes or disagree- 
ments to foods, especially to milk. Such histories may or may not indicate 
clinical allergy. Negative histories, moreover, do not rule out food sensi- 
tization. Asin most chronic food allergy, skin reactions to allergenic foods 
are rarely positive, emphasizing the necessity of diet trial for the study of 
such sensitization. Inhalant allergy should be suspected when its other 
manifestations are present, and when definite positive skin reactions are 
obtained. The colon may be the only shock tissue of pollen allergy. The 
— occurrence of inhalant allergy without skin reactions in about 10 to 15 per 
cent of all inhalant-sensitive individuals also must be remembered. 


TREATMENT 
Our treatment, therefore, considers allergy in all patients in the follow- 
manner: 

1. Tor the study of possible food allergy in mild or moderate cases the 
writer’s fruit and cereal-free elimination diet'® is preferred. Lamb usually 
is the only allowed meat. Possible allergy to beef when sensitization to milk 
is present or assumed must be suspected. Ample amounts of food in the 
menus are necessary. The patient should be weighed every two days. 
More of the starch, sugar and, to a lesser extent, fat in the diet should be 
taken by the patient if weight lessens. Trays should not be removed until 
most or all the served food has been ingested. Protein can be increased up 
to 75 to 120 grams a day by giving one to five cans of Gerber’s or Swift’s 
strained lamb daily, especially if hypoproteinemia is present. The included 
vegetables may be pureed, but when allergy is brought under control, this 
may not be necessary. In the initial studies the vegetables can be eliminated 
entirely, especially if improvement does not occur in seven to ten days. 
Calcium carbonate, 2 grams, and ascorbic acid, 50 mg. a day, are advisable. 

Improvement usually is apparent in three to fourteen days. When as- 
sured, rice, rye and corn can be added, giving one daily for five to seven 
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_ days before trying another. Later egg, wheat and other individual vege- 
tables and cooked fruits gradually may be added. Since milk is the most 
common cause of colonic allergy it should be omitted for weeks or even 
months. This is especially important if a distaste or disagreement for milk 
has occurred at times for years. With ample protein in meat, calories in 
sugar, starches and fats in the diet and the prescribed calcium, milk can be 
excluded for months or years without nutritional deficiency. If symptoms 
recur the recently added foods must be excluded. 

The prolonged exacerbations of ulcerative colitis (see Case 3) in some 
patients, arising from allergenic foods ordered by this writer or eaten 
against orders, together with the associated resultant infection, bleeding 
and anemia which may arise, deter further trial of such foods in well-con- 

trolled patients. Thus such allergenic foods, especially milk, have been 
eliminated entirely from the diets of many of the writer’s patients for sev- 
eral years (see case reports), and no nutritional impairment has resulted. 

If improvement does not occur in two weeks, and food allergy is 
definitely suspected, a minimal elimination diet of lamb, white potato, sugar, 
tapioca, noniodized salt and water can be ordered. In order to maintain 

nutrition and weight, feedings of this diet may be given four to six times 
a day. Along with lamb chops, roast and minced lamb, a can of the strained 
lamb three to six times a day can be given. Thus this minimal diet readily 
contains from 70 to 120 grams of protein and 2,000 or more calories each 


aa 


day. Vitamin therapy is discussed below. 

In fulminating cases, especially with nausea and anorexia, the following 
formula'* can be given every two and one-half to three hours throughout 
the day. Because of the frequency of milk allergy, beef is not allowed until 
symptoms are well controlled. Diarrhea and also fever have recurred with 
its use in a few patients. a 
Strained Meat Liquid Formula for Chronic Ulcerative Colitis (Rowe 

Gerber’s or Swift’s strained lamb 8 cans or 800 gm. 
Sugar, cane 

Potato starch 


= 


4 tsp. or 2 gm. 
2000 c.c. 
Protein, 128 gm. Calories, 2000 
Cook the starch, salt and sugar in 1 cup of water for 10 minutes. Then 
add the meat and oil, and cook with low heat for 10 to 15 minutes. Reduce 
the amount of starch to yield a thinrer product. 


Along with this formula, white potato, tapioca or arrowroot cooked with 
sugar, caramel and salt, white potato as such, lamb, water and salt may be 
_ given three to four times a day. This formula may be fed by nasal intuba- 
tion in 200 to 300 c.c. amounts every three to four hours if nausea is per- 
sistent and anorexia is marked. With definite improvement other foods 
may be added as suggested above. 
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POLLEN AND OTHER INHALANT ALLERGY 

2. When pollen and other inhalant allergy is indicated by history or 
skin tests, desensitization, as recently advised by the writer, and _ strict 
environmental control, including a pollen filter in the window, are indicated. 
Pollen, dust and other inhalant allergy should also receive thorough study 
in patients suspected of food allergy if diet trial does not produce results 
in two to four weeks. As in atopic dermatitis due to pollen and other in- 
halants, desensitization’® is necessary with multiple antigens in dilutions 
weak enough to produce gradual improvement and no exaggeration of 
symptoms. Coseasonal therapy especially requires a careful and often slow 
increase of very dilute antigens. With definite improvement, stronger dilu- 
tions gradually can be injected. Desensitization must be perennial, and 
continued in such pollen-sensitive patients for at least two years and usual- 
ly for longer periods. 

3. Vitamin therapy is important. Vitamin C, 50 to 100 mg., daily, 
Drisdol and synthesized B complex vitamins by mouth are advisable. If 
avitaminosis is definite, then vitamins B and C may be given parenterally. 
Allergy to vitamin C'’ may occur with sensitization to all or practically all 
fruits. Occasional allergy to thiamin and possibly to other vitamins in the 
B complex must be remembered (see Case 3). Crude liver extract intra- 
muscularly may be mere helpful than the above vitamins in relieving B 
vitamin deficiency. Moreover, it may produce a beneficial nonspecific ac- 
tion. 

4. Transfusions and iron, if tolerated by mouth, are indicated for 
anemia. 

5. For bleeding, transfusions, vitamin K, if indicated, and_ possibly 
rutin are advisable. 

6. For hypoproteinemia, transfusions and irradiated plasma are indi- 
cated. The protein in the diet can be increased up to 150 gm. a day with 
the use of Swift’s or Gerber’s strained lamb, either as such or in the above 
formula. This decreases the necessity of amino acids by mouth and vein 
which are less efficiently utilized than are food proteins by mouth. Possi- 
bility of allergy to milk and pork allergens in trypsin-digested amino acids 
and their disagreeable taste, moreover, contraindicate their use in this dis- 
ease. The good results with enzymatic casein digest and dextri-maltose 
reported by Machella® require the consideration of relief of causative food 
allergy. 


7. Aspirin, codeine and at times tincture of opium are necessary for 
pain and cramping. Other antispasmodic drugs are disappointing, support- 


ing Alvarez’s opinion’ that such drugs, including atropine, are relatively in- 
effectual in controlling spasm in the bowel. Some relief from cramping 
from antihistaminic drugs in some patients supports the allergic etiology. 
8. Duodenal extract was not used to obtain our good results. In three 
patients it was distasteful, and caused nausea, anorexia or diarrhea. 
9. Barbiturates for nervousness and sleep are justified. They should 
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be taken only when necessary and never in amounts productive of stupor 
or confusion. Allergy to them or the excipients may occur. 

10. When secondary infection occurs or is probable, sulfadiazine by 
_ larger doses occasionally aid. 
Svartz*! and recently Bargen* have reported good or excellent results 


from a new preparation Salicylazosulfa pyridine (Salazopyrin). This has 
been confirmed in a few of our patients. 


Allergy to all of these drugs may exist, or develop during their use, 
causing fever, nausea, cramping, increased diarrhea, skin eruptions and 
other symptoms. 


11. In one of the writer’s cases 1 gm. of streptomycin four times a day 
by mouth controlled persistent fever in two days. Aureomycin and 
Chloramphenicol (Chloromycetin) in .25 to .5 gram doses produced similar 
results. The dose should be reduced to .25 gm. three to five times a day 
as soon as fever has ceased. Allergy and especially toxic symptoms from 
these drugs must be anticipated. Aureomycin’® seems preferable if toler- 
ated because of its under antibacterial activity. When this is not tol- 
erated, Chloramphenicol often is effective. 

12. To increase resistance to infection, stock streptococcic, staphylococ- 
cic, Bargen bacilli or respiratory vaccines at times may be valuable. Benefit 
_ from an autogenous hemolytic staphylococcic vaccine has been reported. 
These vaccines should be started with dilutions of 1:10,000 to 1:1,000,000, 

anticipating possible allergic reactions thereto. Rapid increase through the 

1:1,000 and 1:100 and 1:10 dilutions is justified every three to four days 
if local or general reactions and increase in the colitis do not develop. 


Abnormal susceptibility or allergy to such vaccines occurs in some patients, 
producing a local reaction suggestive of a possible Arthus type of reaction. 


13. Reassurance of the patient, based on the good results obtained with 
a a the above therapy, is important and justified. Nervous disturbances in 
7 severe cases, we believe, are the result rather than the cause of this dis- 


ease. As in other types of allergy, nervousness can activate a potential al- 
lergy in the colon. The production of the severe pathologic condition of 
chronic ulcerative colitis by psychosomatic causes is illogical in our opinion. 


SURGERY 


Ileostomy or colostomy should not be done without adequate treatment 


7 based primarily on the probability that food and/or inhalant allergies are 


the major causes of an eczematous-like reaction in the colon. With elimina- 
tion diets as here advised, nutrition and weight can be maintained and 
7 gradually increased for many weeks while these food and inhalant allergies 
are being studied and treated, and complicating infection, hypoproteinemia 
and anemia are being controlled. Only when perforation and peritonitis 7 
threaten, or when perianal abscesses and infection with fever increase in 

spite of this adequate treatment, is surgery justifiable. At present the 
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lowered mortality from ileostomy due to antibiotics, together with the 
prevalent uncertainty about the cause of this disease, is responsible for 
“early ileostomies” in many patients with chronic ulcerative colitis which, 
in our opinion, could be controlled as here advised. Subsequent complete 
colectomy, usually in two stages, with its possible mortality and complica- 
tions, is usually necessary after ileostomy for good results. Today’s 
minimal mortality of approximately 5 to 12 per cent from these three 
operations, together with the life-long handicap of an ileostomy contra- 
indicates such surgery if medical treatment can control the disease, Until 
the entire colon, including the anus, is removed, these allergic tissues in 
many patients will be painful, inflamed, yielding mucus, blood and serous 
fluid and be susceptible to secondary infections with resultant fever, ab- 
scesses and fistulas as long as the causative food and/or inhalant allergies 
are uncontrolled. Such surgery in our opinion removes the shock organ of 
allergy, which is impossible in any other manifestation. 

With our plan of treatment, fever, diarrhea and bleeding may continue 
for three to six weeks or even for longer periods with later recovery. The 
recent use of Aureomycin, Chloramphenicol and Salazopyrin by mouth has 
controlled infection in some patients, helping to obtain better results with 
the control of the allergies. If nutrition is being maintained as above ad- 
vised, and if possible secondary infection and anemia are treated as above 
described, then prolonged treatment based on food and inhalant allergy as 
the major causes is highly justifiable. Especially in moderate and uncom- 
plicated cases, surgical treatment is not justifiable. Recovery, moreover, 
has occurred in a number of our very severe cases in which ileostomy 
previously had been advised. We confirm Bargen’s* observation that a 
contracted, fibrotic colon will function well if the causes of the disease be- 
come quiescent or controlled. Bocckus holds that such shortened con- 
tracted colons at times may be the result of a spasm and edema rather 
than an irreversible fibrosis. The surgical drainage of perianal or recent 
fistulas, of course, is most necessary. More extensive palliative surgery 
around the anus and especially the removal of hemorrhoids in these patients 
is unwise because of the reduced resistance of tissues arising from infec- 
tion and especially from localized allergy. The delayed healing of wounds” 
in certain patients with gastrointestinal allergy is of interest. Exaggeration 
of symptoms or fulminating activation of potential or quiescent chronic 
ulcerative colitis at times after proctoscopy and especially after sigmoid- 
oscopy contraindicates them except for necessary diagnosis. lorceful proc- 
toscopy especially with anesthesia is unwise. Auer’s® 
an activation of severe allergic inflammation after injury of potentially al- 
lergic tissue may explain these bad results from proctoscopy. Injury to 
the mucosa, moreover, predisposes to abscesses and fistulas in patients 


report of the onset or 


whose resistance to secondary infection is impaired, 
DISCUSSION OF RESULTS 
The results of the writer’s therapy, the complicating infections, the 


NovEMBER-DECEMBER, 1949 733 


g 
FAL 
4 
ve 
4 
q 


CHRONIC ULCERATIVE COLITIS—ROWE a 


TABLE I. CHRONIC ULCERATIVE COLITIS IN 101 CASES STUDIED IN THE LAST 
ELEVEN YEARS 


Hospital Cases: 75 5 ; Office Cases: 26 Total: 101 
in Co-operating Patients (determined by wy 
Food and polien allergy .. 4 cases 
59 cases 
(In 29 of these 59 cases obtaining good or excellent results, a 


no sulfonamides or antibiotics were used. 


. Probable Major Causes in Patients Whose Time of Co-operation was 
Limited 

Food and pollen and other inhalant allergies........... 7 cases 

21 cases 


Patients Under Present Treatment R 
Probable allergy to foods and/or pollens and inhalants.. 6 cases 


Poor Co-operation Occurred _ 5 cases 
(No co-operation in 15 cases, not included in this article.) 
Failure from Antiallergic and Medical Treatment.......... 4 cases 
OPERATIONS 


In five of the above patients previously controlled by antiallergic and medical treatment, 
ileostomy and later colectomy were done because of severe exacerbations. In our opinion these 
recurrences were due to breaks in the diet and/or uncontrolled pollen allergy in four patients. 

e Complicating exacerbated infection was responsible in one patient. LIleostomy and colectomy were 
done in three patients with probable allergic colitis, but in whom we found co-operation was 
inadequate. 

4 - three other patients who received no antiallergic treatment, ileostomy was done, with two 
eaths. 


DEATHS 


In_addition to the above two deaths, fatalities occurred in three cases from peritonitis during 
the first week or two of antiallergic and medical treatment. Death from peritonitis occurred in 
four patients previously controlled with our treatment. Lleostomy and/or colectomy were done in 
three of these patients. These deaths from peritonitis occurred before penicillin was available 
or when its use was restricted, or before streptomycin, Aureomycin, Chloramphenicol and 
Salazopyrin were discovered. 


operations and deaths occurring in all patients studied in the last twelve 
years are summarized in Table I. As the study has progressed, it has 
become increasingly evident that good results demand an understanding by 
the doctor and the patient of the characteristics of clinical atopic allergy 
and its response to indicated treatment. All physicians treating chronic 
ulcerative colitis should study these characteristics, progress and response 
to the treatment of food and inhalant allergies in many cases, especially of 
atopic eczema or dermatitis, a replica of which in the writer’s and Andre- 
sen’s opinions is the major and underlying pathologic process in chronic 
ulcerative colitis. The physician moreover must gradually establish a 
_ philosophy in the patient which assures unswerving continued co-operation 
and accepts accurate diet trial and later prolonged elimination of probable 
_ or definitely allergenic foods, which justifies eating for health and mainte- 
nance of nutrition rather than pleasure alone, and which in inhalant-sensi- 
tive patients accepts the careful and necessarily prolonged desensitization 
_ therapy and the use of pollen and dust filters and environmental control 
when indicated. This necessary and restraining philosophy is a small re- 
quirement compared with the lifelong handicap and inconvenience of an 
ileostomy and the usually required total colectomy as the other alternative. 
With the realization of the above and the better control of secondary in- 

- fections with aureomycin, chloromycetin and streptomycin along with 

- penicillin and the sulfonamide drugs, our results in co-operative patients 

f _ during the last two and a half years have greatly improved, as compared 
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with those obtained in the first years of our study and treatment. Up to 
nine years ago the possibility of pollen and other inhalant allergy often 
associated with food allergy as a cause of chronic ulcerative colitis was 
not realized. Since then, its importance gradually has become apparent, 
as will be reported in a forthcoming article. And the greater frequency 
of food allergy has been increasingly confirmed. Evidencing this improve- 
ment from our treatment is the occurrence of no death, ileostomy or colec- 
tomy in any patient who has continued to give full co-operation to the 
writer during these last two and a half years. But the understanding of 
the allergic cause and necessary treatment and the accepting co-operating 
philosophy may not be obtainable, justifying in such unfortunate patients 
the removal of the shock organ of allergy, the colon, which is impossible 
in any other manifestation of atopic allergy. This radical operation must 
be done, hoping that the occasional later establishment of the small intes- 
tine as a similar shock organ of allergy, with the development of regional 
and usually progressive enteritis, will not occur. 

With the above comments in mind, the writer presents his statistics on 
all the patients with chronic ulcerative colitis studied during the last 
twelve years. 

In our opinion our results indicate allergy as the major cause in fifty-nine 
patients in whom co-operation was satisfactory and in another twenty-one 
patients even though the time of their co-operation was limited. 

Of the fifty-nine patients, thirty-eight have continued to co-operate for 
an average of three and one-fourth years, varying from one-half to eight 
years. Co-operation in another eleven patients continued for an average 
of one and one-half years, varying from one-fourth to two years; their 
present control is not known. Good or excellent control occurred in ten 
other patients for an average of two and four-fifth years, varying one-half 
to eight years. Recurrences in these ten patients, in our opinion, were due 
to breaks in diet in five cases. In two of these, ileostomy and colectomy 
produced good results. These operations were advised by other physicians 
and do not exclude the possibility that continued treatment based on the 
evident allergy with the present control of secondary infections would have 
yielded good results. Ileostomy, complicated later with perianal abscesses 
and peritonitis, resulted in death in one patient previously controlled by 
our treatment for eighteen months. Ileostomy was successful in one patient 
for six months. Then death resulted two years ago from recurrent ischo- 
rectal abscess, peritonitis and ileal obstruction. One patient, controlled with 
an elimination diet for eight years, developed persistent bleeding and fever, 
relieved by the removal of a vascularized infected descending colon. The 
possibility of a complicating pollen allergy during the last two years was 
present, but co-operation in indicated treatment was not obtained. 


The twenty-one patients whose co-operation was limited, but whose re- 
sults in our opinion indicated food and inhalant allergies as the cause, were 
under treatment for an average of two and one-half months, varying from 
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two weeks to eight months. That allergy was the probable major cause 
was indicated by the rapid control of symptoms, including the diarrhea, 
blood and mucus in the stools, cramping pain and fever in varying com- 
binations. Sulfa drugs and penicillin were not used in ten of these patients. 
Penicillin and/or sulfa drugs were used in ten and penicillin alone in one 
patient. Iood allergy was probable in nineteen and questionable in two of 
these patients. Ileostomy and colectomy in three and ileostomy in one of 
these patients were done. In these four patients co-operation was insuffi-— 
cient to exclude the possibility of relief from our treatment 

The comments on the operations and deaths in Table I in this series of 
101 patients are sufficient. As stated above, it is our opinion that with our 
present attitude toward treatment and the full use of our new and old 
antibiotics fewer operations and deaths would have occurred. 


CASE REPORTS 

Case 1.—In 194213 the writer reported the first record of seasonal chronic ulcerative 
colitis of eight years duration, relieved by pollen therapy. 

The woman, aged forty-eight years, was first seen in the Allergy Clinic at the 
University of California Hospital in September, 1940. Watery or loose stools with 
blood and mucus, associated with moderate varying fever, weakness, malaise and dull 
cramping pains in the lower abdomen, had recurred each year since 1931 from July 
or August until late November or December. Proctoscopic examination in 1934 in 
this clinic and since then in the fall months had revealed a granular, hyperemic 
mucosa with many ulcerations and bleeding areas. In 1936 a vaccine from the stools 
of hemolytic bacillus coli, staphylococcus aureus and alpha hemolytic streptococcus 
was given subcutaneously. The lysate was applied to the rectal mucosa and a phage 
from the bacteria was given by mouth. No relief was obtained. 

Sick headaches had long recurred with her periods. - Mild hay fever had cecurred — 
from 1918 to 1923 in Chicago. Her dietary history was negative except for belching | 
fresh eggs. Her family history was unknown. 

Skin testing with all important food and inhalant allergens by the scratch and - 
intradermal methods was negative except for 1-plus reactions to red top and curly-— 
lock pollens. Negative reactions occurred to her allergenic fall pollens. 

Since her relief reported in 1942 from pollen therapy, perennial desensitization has 
continued with a multiple pollen antigen with complete control of her former symp- 
toms of chronic ulcerative colitis except for a few loose stools for a week or so in 
the spring of 1943 and the fail of 1946. No consideration of food allergy and no | 
other medication of any type has been given during this eight-year period. As pre- 
viously reported, her eosinophilic leukocytes when first seen were 22 per cent. In 
four months they were 6 per cent, and in three more months when the pollens were 
out of the air they were 1 per cent. 


Case 2——Mrs. W., aged thirty, was first seen in the Peralta Hospital, because of 
chronic ulcerative colitis in January, 1944. Since the fifth month of pregnancy five 
years previously, two to twenty liquid stools with frequent traces of blood had 
been passed each day. Lower abdominal soreness and nearly constant tenesmus and — 
urgency with movements had necessitated immediate access to the bathroom. Slight — 
fever had been present and marked physical weakness, irritability and nervousness 
had occurred. Her weight had fallen from 165 to 135 pounds. 

There had been no previous gastrointestinal symptoms, except for varying degrees 


of constipation for many years. There was no history of any previous chronic or 
allergic disease. nee 
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Proctoscopic and roentgen ray studies of the colon on three occasions had con- 
firmed the present diagnosis. In spite of treatment from several internists, relief 
had failed. Recently her disease had been attributed to a repressed abnormal sexual 
desire of late childhood! 


Janua 
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Fig. 1. Case 2. Mrs. F. W., aged thirty. Chronic perennial ulcerative colitis con- 
trolled with the fruit and cereal-free elimination diet without sulfonamides, penicillin 
or other drugs. The diarrhea, blood in the stools, cramping and slight fever gradually 
disappeared in the first ten days of the diet, and soft, less frequent stools appeared in 
three days. As in Case 3, this colitis developed during pregnancy. Excellent control 
for a years has required the elimination of allergenic foods as noted in the case 
recor¢ 


Her dietary, drug and environmental histories revealed no indication of allergy 
Likewise her family history was negative for allergic and chronic illnesses. 

Her physical examinaticn revealed a fairly well-nourished woman complaining of 
lower abdominal soreness, cramping and passing of numerous watery, bloody and 
mucoid stools. There was tenderness on pressure over the entire colon, especially 
in the lower left quadrant. Her blood pressure was 110/70. The rest of her examina- 
tion was negative. 

Laboratory Studies—Urinalysis was negative. Hemoglobin was per 
cent, leukocytes 9,400—polymorphonuclear cells 75 per cent, with 50 per cent seg- 
mented forms, lymphocytes 16 per cent, large mononuclear cells 7 per cent. Stools 
examined for ova and parasites were negative. 

Roentgen ray study of her colon revealed marked shortening throughout with a 
tube-like, nonhaustrated appearance. Diffuse destruction of the mucosa was evident. 
Multiple constrictions were seen in the rectosigmoid and transverse areas, and to a 
lesser extent in the descending colon. The ileocecal valve was wide open and the 
terminal ileum was slightly distended. 

Conclusion—Extensive chronic ulcerative colitis of the entire colon. 

Skin testing with all important food and inhalant allergens gave no reactions by 
the scratch method. 

Treatment and Progress—The writer’s fruit and cereal-free elimination diet, 
vitamin C and calcium carbonate, as shown in Figure 1, were ordered. Vegetables 


Dr CEMBER, 


— 
ry. 
“4 
N 
“4 
» 
- 
| 
| 
= 
> 
~ 


CHRONIC ULCERATIVE COLITIS—ROWE 


were pureed. Extra sugar was given in the form of cane syrup, in carbonate water 
and tea, in order to increase calories. Codeine was administered to relieve the severe 
abdominal cramping during the first few days. 

Bowel movements reduced from eleven to four, and from liquid to soft in 


three days, and one to two formed movements were present after the tenth day. 


Abdominal soreness and cramping stopped on the sixth day, and her slight fever 


_ disappeared on the eleventh day. 


In the last eight years there has been no return of diarrhea, bleeding, cramping or 
urgency with bowel movements. One or two formed daily stools or intermittent 
constipation have occurred. She had led a normal daily routine, doing her own 
house work, visiting friends and shopping, riding on horseback and in automobiles 
without fear of urgent bowel movements. 

To maintain this control she has continued to eliminate all milk and its products, 
tomatoes, cabbage, cauliflower, eggplant, citrus fruits and spices. She has limited 
her intake of eggs and wheat. 

“My colitis is very well controlled, though with carelessness with diet evidences of 
it return. It never restricts my activity. I am happy to be doing all the things I wish, 


_ especially in the last six years. In the summer and fall months for the last three 


years we have gone to a horse show every weekend. I can ride 10 to 20 miles a 
day without symptoms and without fatigue the next day. My present weight is 142 
pounds.” 

Comment.—The rapid relief of this diarrhea with varying amounts of blood and 
mucus and the daily cramping, tenesmus and bowel urgency, and her return to normal 
family and social routine without fear of sudden bowel movements depended en- 
tirely on the prescribed elimination diet. As in twenty-eight other patients obtain- 
ing good results in this series, no sulfa drugs or antibiotics were given. 

In this patient the colon was the only shock organ of allergy. The dietary history, 
as so often occurs, revealed no dislikes or idiosyncrasies for any foods suggestive 


= . . . . . 
of possible allergy. The skin reactions were negative as was the family history for 


allergy. Constipation, as in Case 3, for a number of years was the only preceding 
gastrointestinal symptom. 

During the last five years slight indications of her former colitis have occurred for 
only a day or two when small amounts of milk and other foods listed above have 
been eaten against orders. She has led a normal, vigorous and happy life, realizing 
the necessity of adhering to her elimination diet. 


Case 3—A woman, S. S., of thirty-nine years, was first seen in the University of 
California Hospital in October, 1945, because of chronic ulcerative colitis. Diarrhea 
had developed in the seventh week of her third pregnancy three years previously. 
Mucous colitis was diagnosed, but diet and medications were ineffectual. Since then, 
seven to eight soft or liquid stools had been present practically every day. In Jan- 
uary, 1944, treatment in the hospital gave no relief. Stool examinations for para- 
sites and pathogenic bacteria were negative. During these three years stools had 
become more watery, foul and bloody. Great urgency had been present all the 
time, requiring constant proximity to the bathroom. Because of economic necessity 
she had done some housework every day, even though moderate weakness and a 
loss of 10 pounds had occurred. Diet, medicines and other treatments had failed. 
Moderate fever had occurred at intervals and had been present for the last two 
weeks. 

Except for constipation throughout her life, no other symptoms or illnesses had 
ever occurred before this illness. 

Her dietary history revealed no dislikes or idiosyncrasies for any foods. 

Her environmental and drug histories revealed no indication of possible allergy. 

Her family history also was negative for chronic disease and allergy. 


738 ANNALS OF ALLERGY 


. 
] 
» 
ad 
> 
> 
7 


CHRONIC ULCERATIVE COLITIS-ROWE 


October Rove mber. 


jolt 


26/27'28129 
2:3 


25 
! 


97° 


-STools. 


No.of 
Liguid. 6 


Diet Pru i fand Cereal- free Elimination Diet, 
Caps. Bid. 


Grudeliver Extract.|.. tee, LM, daily . 


| Tinet: Belladonna . | S atts. trid. 


Phenobarbifal. gm. 
th of Bismuth, 


Vitamin © SO ma. daily. 


Fig. 2. Case 3. Mrs. S. §S., aged thirty-nine. Chronic perennial ulcerative colitis controlled 
by the fruit-free elimination diet. The diarrhea was reduced in one day and to one to two soft 
stools in twelve to sixteen days. Fever disappeared in thirteen days. No sulfonamides or anti- 
biotics were used. The value of the liver extract and phenobarbital is questionable, In the last 
three — one-half years two moderate exacerbations due to breaks in the elimination diet have 
occurred, 


Her physical examination revealed a slender, worn appearing, but composed 
woman, with a temperature of 101° F. Her examination was negative except for 
moderate diffuse abdominal tenderness and a tender inflamed anus. 

Laboratory Studies—Urinalysis was negative. Blood count (October 25) 
showed hemoglobin 90 per cent, erythrocytes 4,700,000, leukocytes 8,800; differential 
count showed polymorphonuclear cells 41 per cent, with 30 per cent segmented 
forms, lymphocytes 43 per cent, eosinophiles 16 per cent. On November 5 hemo- 
globin was 88 per cent, erythrocytes 4,700,000, leukocytes 8,700; the differential count 
showed polymorphonuclear cells 73 per cent, with 62 per cent segmented forms, 
lymphocytes 14 per cent, eosinophiles 14 per cent. Three stool examinations and 
cultures were negative for bacilli in the typhoid, paratyphoid and dysentery groups. 
Four stool examinations showed no parasites or ova. Serum protein: albumin 3.2 
gm. per cent, globulin 3.9 gm. per cent. 

Proctoscopic examination up to 13 cm. showed a granular appearing, erythematous, 
easily bleeding mucosa. Roentgen ray study of the colon showed a rapid passage 
of barium throughout the cclon which was narrow and rigid. The barium passed 
into the terminal ileum with little pressure. The borders of the terminal ileum were 
smooth and rigid. Haustrations in the colon were absent except in a small portion 
of the ascending colon, and the borders were smooth throughout. Opinion: Chronic 
ulcerative colitis, probably involving the terminal ileum. 


Treatment and Progress—The writer’s cereal and fruit-free elimination diet with — 


other medications shown in the chart were ordered. Fever decreased in the first 
six days. Soft infrequent stools immediately developed, except for two or three 


watery stools on the fifth to the seventh days. In one week urgency was less fre- 


quent. On discharge on the sixteenth day her fever was absent, urgency had dis- — 


appeared, and one formed daily stool was being passed (Fig. 2). 
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CHRONIC ULCERATIVE COLITIS—ROWE 


In two months strength and appetite had increased and two or three formed 
stools were occurring daily. In four months there were two to three semi-formed, 
soft daily stools with no blood or mucus. No gas, cramping or any gastrointestinal 
distress was present. 

During the summer and fall of 1946 all symptoms were controlled. She passed 
zero to three semi-formed or formed stcols daily. Her weight was 100 pounds. 
B complex capsules daily for one week resulted in diarrhea, and when taken a few 
weeks later again caused immediate diarrhea. 

In December after she had eaten white bread without permission for four days, 
loose stools developed and increased to eight or nine a day four days later. Soreness 
and cramping in the right abdomen persisted for twelve days; fever arose up to 
100° F. and continued for about six weeks. Five to ten soft to loose bowel move- 
ments were passed each day and traces of blood were present in the stools. In mid- 
February these symptoms gradually disappeared. In two months her weight had 
increased to 97 pounds. Her appetite was “wonderful,” and she felt better than at 
any previous time in her life. During the fall of 1947 she traveled through the Mid- 
west and occasionally broke her diet. Moderate diarrhea with traces of blood, slight 
fever and loss of weight resulted. With strict adherence to the diet these symptoms 
disappeared in two or three weeks. 

During the last two years she has adhered to her diet at all times. Her colitis 
has been well controlled. She has done all of her own work. 

Comment. The relief of the long standing diarrhea, cramping, urgency and inter- 
mittent fever in two weeks, with continued control in the last four years, has de- 
pended on strict adherence to the fruit and cereal-free elimination diet. Only two 
moderate exacerbations have occurred, both due to breaks in the prescribed diet. 
In the last two years all of her symptoms have been continuously controlled due 
to strict adherence to the diet, and no medications of any type have been given. 
Her health and strength and weight have been normal. 


This ulcerative colitis started quite suddenly, as occurs nct infrequently in this 


disease. Constipation present since childhood, as in Case 2, was her only preceding | 


symptom or illness. The absence’ of a history of dislikes or disagreements for any 
foods shows that such a history is not necessarily present when allergy to specific 
foods exists. 


Case 4.—A colored woman, aged thirty-five years, Mrs. B., was first seen in the 
Alameda County Hospital in October, 1942, because of chronic ulcerative colitis. In 
the preceding one and a half years exaggerated symptoms had been present on 
three occasions, producing fifteen to twenty-five watery movements, associated with 
varying amounts of blood and mucus, persistent fever and vomiting two or three 
times on many days, each attack lasting four to five weeks. Marked weakness, ab- 
dominal soreness, tenesmus and cramping and the loss of 15 to 20 pounds had 
occurred. Between the attacks three to four soft or liquid movements with some 
mucus had been present each day. The present attack had occurred for four weeks 
before entrance to the hospital. There was no previous history of gastrointestinal 
symptoms, chronic or allergic disease. 

Her dietary history revealed no dislike or disagreement for foods, though milk 
‘soured” in her stomach during the attacks. Her drug and environmental histories 
revealed no suggestion of allergy. 


‘ 


eet 


Family history revealed severe bronchial asthma in a sister. Her physical exami-_ 


nation was negative except for diffuse’ soreness on palpation over the lower 
abdomen. 

Laboratory Studies—Her blood count is shown on the chart. Differential count 
October 17 showed polymorphonuclears 62 per cent, with 26 per cent segmented 
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[7 
forms, lymphocytes 29 per cent, large monocytes 16 per cent, eosinophiles 3 per cent, 
Wassermann reaction negative. Stomach analysis was normal, plasma _ proteins 
(November 19) were 6.5 gm. per cent. Three stool examinations for ova and 
parasites were negative. 

Barium enema revealed absence of normal haustrations throughout the entire co- 
lon, especially marked in the descending portion. Conclusion: chronic ulcerative 
colitis with probable involvement of the terminal ileum. 

Proctoscopic examination showed a pale, edematous mucosa with no visable ulcera- 
tions. 


Treatment and Progress—WNith the writer’s fruit-free elimination diet, containing 
a small amount of the prescribed pureed vegetables, decrease in cramping, abdominal 
soreness and the number of stools occurred in one week, and formed stools were 
passed in twelve days. 

During the next three years her symptoms were well controlled with the continued 
elimination of milk, wheat and fruit from the diet. All vegetables were taken 
nonpureed. In July, 1945, she reported three to four watery bowel movements with 
some epigastric pain and recent vomiting. Cream and uncooked fruit had been taken 
at times for three previous months. With their elimination her colitis disappeared, 
and six months later she was well controlled except for one to two soft movements 
for one day every week or two. 

In October, 1947, she reported satisfactory control of her colitis during the pre- 
ceding year and one-half. One semiformed daily stool had been passed. Recently 
occasional slight lower abdominal pain had occurred before a movement. Slight 
errors in the diet had been made, including some milk in cooking and the occasional 
eating of white bread and tomato. For two or three months she had been fatigued. 
With the resumpticn of the strict diet her fatigue and abdominal distress disappeared 
at the end of one month’s time. Ferrous sulfate, 3 grains, three times daily was 
ordered because of a hemoglobin of 66 per cent. Because of a metabolic rate of 
minus 16 per cent, % grain of thyroid was ordered. 

During the last two years and a half her colitis was well controlled until eight 
months ago. Then for three months abdominal soreness, occasional soft or liquid 
stools and weakness and nervousness had been present. During the preceding months 
constant breaks in the diet had been made. ‘With the resumption of her fruit-free 
elimination diet her symptoms were controlled at the end of two weeks. 

Comment.—The rapid control of the diarrhea and the blood, mucus, cramping, 
tenesmus and fever with the sole use of the fruit and cereal-free elimination diet, as 
shown in Figure 3, favors food allergy as the cause of this chronic ulcerative colitis. 
This is confirmed by the continued relief except for moderate symptoms when milk 
and other forbidden foods had been taken for varying periods in 1945, 1947 and 
1948. With the resumption of the strict diet, rapid control of the resultant symp- 
toms have occurred on each occasion. During these last seven years her colitis has 
not required even a brief hospital residence. 

As in Case 1, no sulfa drugs or antibiotics were given while the fever and diar- 
rhea were being controlled. Liver extract and sulfa quanidine were given in the 
last eighteen hospital days, but in the writer’s opinion they were unnecessary. 

The gain of weight of 14 pounds in twenty days shows that milk, egg and cereals 
are not required to increase weight when the allergic causes of chronic ulcerative 
colitis are controlled. Calories up to 2500 or more and protein up to 100 grams or 
more each day are readily available even with the minimal elimination diets, espe- 
cially when the strained meats of Gerber-or Swift are utilized. 


Case 5.—A woman, Mrs. G., aged thirty vears, was first seen in the San Francisco 
County Hospital in February, 1946, because of chronic ulcerative colitis. 
Eight months previously two to three loose daily bowel movements had devel- 
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oped. During the next two months a gradual increase to ten or twelve watery 
movements, associated with chills, fever, soreness in the abdomen, cramping and 
. tenesmus and a loss of 20 pounds, occurred. In late August she was hospitalized, 
and with a milk-free, low residue diet, started after the twentieth day, her fever 
was reduced from 104° to 99° in thirty-five days. At that time occasional soft stools 
developed, and at the end of sixty days a normal temperature was present and two 
to three formed daily stools were passed. During her hospital stay three transfusions, 
B complex vitamins and antispasmodics were given. Sulfasuxidine, 5 grams, four 
times a day, was given for three weeks after September 8, and crude liver extract, 
2 c.c. intramuscularly daily, was given for six weeks after September 8. 

After discharge from the hospital on October 31, milk was added to the diet, and 
during the next month a normal diet was resumed. Within one month mucus and 
blood recurred, and in two months she was passing ten to twelve liquid bowel move- 
ments, with much soreness and pain in the anus, marked tenesmus, daily fever and 
a rapid loss of weight. 

There was no previous history of any gastrointestinal or chronic illness before 
the onset of her present colitis. Her family history revealed no predisposition to 
any chronic or allergic disease. Her dietary, drug and envircnmental histories 
revealed no suggestion of any allergy. 

Because of the severe return of her ulcerative colitis since early December, she 
re-entered the hospital on January 30, 1946. Physical examination revealed a thin, 
moderately weak woman, weighing 89 pounds, with a temperature of 103° F. Her 
examination was negative except for moderate distention and soreness on pressure 
over the lower abdomen. Her blood pressure was 117/70. Sigmoidoscopy revealed 
an erythematous, granular mucosa which bled on the slightest pressure. Moderate 
sized ulcers, covered with a purulent exudate, were present in the rectum and 
sigmoid. 

X-ray of the colon revealed a shaggy, saw-tooth outline from the cecum to the 
lower sigmoid. Marked thickening of the walls was present in the transverse colon. 
Almost a complete loss of normal mucosal pattern was seen from the mid transverse 
to the rectum. Compared with the findings during her previous entrance, there was 
a progressive narrowing of the lumen and loss cf haustrations of the colon. Con- 
clusion: Severe chronic ulcerative colitis. 

Laboratory Studies.—Her blood counts are shown in Figure 4. Differential count 
showed polymorphonuclear cells 70 per cent, with 50 per cent segmented forms, 
lymphocytes 17 per cent, large mononuclear cells 6 per cent. Urinalysis, Kolmer 
and Kline tests were negative. More stool cultures showed no bacteria in the 
typhoid, paratyphoid A, B or dysentery groups. Intradermal tests with coccidiodin 
and brucellin were negative. Serum proteins: albumin 2 gm. per cent, globulin 2.9 
gm. per cent. 

Treatment and Progress—During the first seven days the former low residue, 
milk-free diet and sulfasuccidine, crude liver extract intramuscularly, vitamins and 
antispasmodics were given with no reduction in her symptoms. Then the writer’s 
fruit-free, cereal-free elimination diet was ordered, and with interval feedings over 
2000 calories were ingested daily. The number of stools and fever gradually de- 
creased, and in three weeks two to three formed stools were passed. Fever was 
markedly reduced and her appetite, strength and weight steadily increased. 

Sigmoidoscopy at this time revealed no bleeding ulcers. The mucosa was less 
granular and edematous, though it still bled easily on swabbing. 

During the following thirty days in the hospital there were one to three formed 
daily stools. Her blood count steadily increased, even though only one transfusion 
was administered during the seventy hospital days. Her ‘fever fell to 99° F. in the 
fifth week. Her former irritability and “inward nervousness” disappeared, and 
her appetite and strength were normal on discharge. In spite of the elimination 
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diet from which milk, egg and other foods were entirely excluded, her weight had 
increased from a low of 84 pounds to 117 pounds. 

During the last nearly four years her colitis has been under excellent control, except 
for a few days six months after I first saw her, when for a few days white bread and 
butter had been taken. Moreover, cn two other occasions she ate milk or wheat 
for one meal with resultant loose stools and cramping for two to three days after- 
wards. Otherwise, except for the results of probable pollen allergy discussed below, 
she has passed one to two formed stcols a day and has heen free of abdominal and 
rectal distress and soreness. 

Secause of two or three loose movements with some distention and cramping 
for a few days in August, 1946, and again four to six loose movements with traces 
of blcod and fever of 101° for a period of two weeks in July, 1947, probable pollen 
allergy complicating her definite food sensitivity was assumed. During ‘the last 
two_years, desensitization treatment with a multiple antigen containing the spring, 
summer and fall pollens of her vicinity have been selfadministered in dilutions vaty- 
ing from 1:5,000 billion every three to four days up to the 1:5 billion dilution at the 
present time. During this last year and a half there has been no return of her 
colitis, no fever, and no abdominal distress or pain. About four months ago sore- 
ness in her right maxillary antrum with pain in her right forehead developed. Ex- 
amination revealed a chronic maxillary sinusitis confirmed by x-ray findings. In 
spite of a radical Luc-Caldwell operation and delayed healing of her operative wound, 
her ulcerative colitis has been under perfect control, due to her adherence to her 
strict cereal-free and fruit-free elimination diet, plus rice, and extra- vegetables, 
peaches and pears and her continued pollen treatment. Along with this, vitamin C, 
50 mg. daily, and one B complex capsule have been given daily. Her present blood 
count is hemoglobin &5 per cent, erythrocytes 4,500,000 and ‘leukocytes’ 11,000. 


Comment. This control of the colitis during the last nearly four years has empha- 
sized food allergy as the major cause with pollen allergy as a likely secondary factor. 
The sudden development of this localized allergy in the colon without previous illness 
often occurs in this disease. That the colon may be the only shock organ of allergy 
is evidenced in this patient. Her negative family history of allergy moreover is of 
interest. 

The improved blood count, the change from frequent liquid bloody ‘stools with 
cramping to the infrequent normal solid stools, the gradual reduction of fever, the 
excellent gain in weight even though milk, eggs and wheat were eliminated are 
shown in the chart. Since focd allergy alone can produce fever, it is possible that 
the normal temperature (as in Case 4+) would have developed without the use of the 
sulfathalidine. It is also uncertain how much the good results depended on the 
crude liver extract given intramuscularly three times a week. Without the control 
of food allergy this adjunctive therapy probably would have been useless. This 
excellent control during the nearly four years seems to have depended en her strict 
adherence to the diet and her perennial pollen therapy. This good control is empha- 
sized by the failure of her recent sinusitis and Luc-Caldwell operation to activate 
her colitis in any way. 

Her colitis remains controlled. No sulfonamides or. antibiotics have been given in 
these nearly four years. There are two formed daily bowel movements with no 
cramping. Her diet excludes milk, wheat, corn, lettuce, citrus fruit, tomatoes, apri- 
cots, melons, bananas, spices and chocolate; and pollen therapy is being given by the 
patient under the writer’s direction. 


Case 6.—The following case record is included as illustrative of the second group 
of patients in Table I, where co-operaticn was limited but where results from the 
writer’s treatment indicated food and/or pollen allergy as the probable major cause. 
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Fig. 5. Case 6. Mrs. R. y= twenty-six. Chronic ulcerative colitis treated with a high 
protein, high calorie, low re iet, and liver extract and various drugs shown in the chart, 


with no results. Emetine, carbazone, sulfasuxidine and the limited amounts of available penicillin 
were not beneficial. f 


Recent follow ups have failed in fifteen of these twenty-one patients. Of the re- 
maining six, symptoms have recurred in varying degrees and frequently in ail of 
them, colonic surgery having been done in four of these patients. In our opinion 
continued treatment based on allergy as the major cause would have controlled these 
symptoms in most cases. 

A young woman, Mrs. R. C., aged twenty-six years, was first seen at the University 
of California Hospital in September, 1945, because of chronic ulcerative colitis. For 
two years before the third month of her pregnancy one and one-half years ago, 
streaks of blood had been present in normal bowel movements on two or three 
occasions each week. This blood was absent during the last six months of pregnancy. 
It reappeared, however, two or three months postpartum for only one month. 


On May 30, 1945, blood reappeared in her stools. They became more frequent, 
and in late June three to four semi-formed stools with some blood and mucus but 
with no pain were being passed ir each twenty-four-hour period. While she was mo- 
toring from Chicago to San Francisco in early July, watery stools developed, 
creasing in number and frequency from every four to every one to two hours. 
Cramping, urgency and tenesmus with the movements and a persistent fever were 
present. She entered another hospital in San Francisco on July 21. In spite of the 
administration of liver extract, penicillin, sulfa drugs, emetin, carbazone and other 
therapy, as shown in Figure 5, her fever and many watery bowel movements con- 
tinued. Her laboratory studies gave the following results: Urinalysis was nega- 
tive. Her blood counts are shown in the chart; her differential count (July 22) 
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showed polymorphonuclear cells 90 per cent, with 52 per cent segmented forms, ; 
lymphocytes 23 per cent. Three stool examinations for ova and parasites were nega- 
tive. Stool culture for bacteria in the typhoid, paratyphoid and dysentery groups 
was negative. Agglutination tests for typhoid and paratyphoid were negative. 

Roentgen ray studies of the colon showed that haustrations were diminished in 
the descending colon and absent in the tube-like sigmoid. Small cylindrical areas of 
increased density in the transverse and descending colon and sigmoid suggested prob- 
able ulceration. Impression: early ulcerative colitis. 

She was admitted to the University of California Hospital on August 24. There 
was no previous history of any gastrointestinal symptoms and no history of any 
clinical allergy or other chronic disease. Her periods had been normal. Her family 
history also was negative. 

Her physical examination showed a weak, thin young woman with a fever of 
102° and a pulse of 110. She was passing blood-tinged watery stools with a few 
blood clots and some mucus. Her abdomen was tender on pressure over the lower 
portion. No rigidity, organs or masses were felt. 


Laboratory studies gave the following results. Urinalysis was _ negative. 


morphonuclear cells 79 per cent, with 67 per cent filamented forms, lymphocytes 24 
per cent, large mononuclear cells 1 per cent. (Four differential counts done during 
her stay in the hospital gave similar results.) Kohlmer test was negative. Four stool 
examinations for parasites and ova were negative. Two stool cultures for bacilli in 
the dysentery, typhoid and paratyphoid groups were negative. All agglutination tests 
for typhoid, paratyphoid, tularemia and brucellosis were negative. Prothrombin 
time was 65 per cent of normal. Serum proteins: (September 11) albumin 2.3 
gm. per cent, globulin 2.15 gm. per cent; (October 23) albumin 3.75 gm. per cent, | 
globulin 2.65 gm. per cent. 


Blood counts are shown in Figure 6. Differential count (August 24) showed poly- 


| 


Sigmoidoscopy with low spinal anesthesia showed a narrow rectum and sigmoid 


with multiple small polyps in the mucosa. There was a firm granulomatous ulcer- 
ated mass 3 by 4 cm. in size on the anterior rectal wall. The mucosa was erythema- 
tous and granular in appearance, and much bloody mucus was present. 

Treatment and Progress——The same type of diet, liver injections and medications 
given in the first hospital along with B. vitamins by vein and four transfusions were 
administered during the first eighteen days at the University Hospital. The bloody 
stools increased in number. The fever persisted and finally she became incontinent, 
confused and depressed. A rectovaginal fistula developed. On the nineteenth day > 


tinence and delirium gradually decreased and the stools decreased in number. Some 
soft and a few formed stools were passed (Fig. 6). Seven days later thrombophle- 
bitis developed in both legs, and a bilateral ligation of the femoral veins was done. — 


the writer’s fruit-free elimination diet was started, and during the first week incon- 
ba 


Six days later a massive hemorrhage from the rectum occurred, requiring trans- 
fusions on two successive days. 


formed stools up to eight in twenty-four hours with a decreasing content of blood. 
were passed. Her strength gradually returned and her appetite improved. Abdomi- 


¢ 
In spite of the above complications her fever continued to decrease, and soft “ 


nal pain and soreness disappeared by October 4, she was ambulatory October 16, | 
and gained six pounds in the last fourteen days in the hospital. : 

During the first ten days at home she gained another 10 pounds and her stools re- 
duced to five or six a day along with two or three slight additional discharges of 


mucus. She returned by train to Chicago two or three weeks thereafter. Another | 


physician advised a soft bland diet. At that time, however, she reported a further 
gain in weight and ability to do some of her housework and shopping, before the 
soft regular diet was taken. 
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CHRONIC ULCERATIVE COLITIS—ROWE 


July 11, 1946: A letter reported “wonderful health” until January, 1946. Then © 

colitis recurred, requiring hospital care for six weeks. Streptomycin was given intra- : 

muscularly and later by mouth. Retention enemas of bismuth subgalante were ad- | 

ministered twice a day, and a high calorie, high protein, high vitamin diet without A- 
the exclusion of any specific foods was prescribed. During the next two or three | 
months she gradually recovered, and in the last two or three months her colitis was _ 
inactive and her weight was 125 pounds. 

October 13, 1947: A letter reported the birth of a nine pound boy in July, 1947. J 
Since her last letter there had been no recurrence of her colitis except for five to — 
six watery stools each day during the fifth to seventh month of her pregnancy. — 
Moreover during pregnancy her rectovaginal fistula discharged again and gradually DL 
ceased draining during the last month. She was comparatively well, doing some | 
of her housework and caring for her two children. Her weight was 123 pounds. 

January 13, 1948: A letter on this date stated that in December, 1947, her colitis was _ 
well controlled and a proctoscopy had revealed no ulcerations and an “almost normal — 
bowel.” Only rough foods were excluded from her diet. 

On January 25, 1948, her stools increased from two soft movements to four or — 
five in each twenty-four hours. Then her stools rapidly increased up to twenty liquid 
ones a day. She was placed in the hospital where streptomycin, penicillin, tincture — 
of cpium and other drugs were given without help for five weeks. An ileostomy ~ 
was done and after six weeks she left the hospital having gained 15 pounds up to — 
126 pounds. 

During the rest of 1948 she felt “tops,” though the ileostomy was a “nuisance.” — 
She had eaten everything except roughage. “TI still have two more operations if the — 
colon again discharges blood, mucus and pus.” No bleeding or discharge from the © 
rectum had occurred, however, for several months. 


Comment.—In our opinion the control of food allergy was responsible for the rapid » 
relief of diarrhea, the gradual reduction of fever and blood in the stools and the © 
gain in weight after this writer’s treatment was initiated with a modified fruit-_ 
free elimination diet on the nineteenth day in the second hospital in 1945. This relief _ 
occurred even though the patient had been incontinent and confused during the | 
preceding days and sulfasuxidine had been stopped. It continued and increased 
even though a bilateral ligation of the femoral veins was done and a massive hem- — 
orrhage occurred. During the next three months while this elimination diet was | 
continued there was a gain of 16 pounds and a return of strength and energy. : 

Because of this excellent result it is our opinion that continued consideration of — 
food allergy would have been wise. Individual foods shculd have been added grad- 
ually to the elimination diet, excluding any which re-established symptoms. The 
addition of cereal grains including wheat, egg, chocolate, and spices especially 
should have been delayed for weeks, and because of the great frequency of milk 
allergy in chronic ulcerative colitis it should have heen eliminated for one or more 
years. It is generally recognized that milk is not necessary for the maintenance of | 
nutrition and increase of weight, providing ample meat protein and calcium are in- 
cluded in the diet. This is exemplified by the increase of weight in other cases 
reported in this paper and especially by an increase of weight from 67 to 117 pounds _ 
in a young girl of fourteen years whose severe ulcerative colitis has been well con- | 
trolled during the last year with a milk-free diet and pollen therapy, and by adequate _ 
gains in weight in many other patients who have had no milk for months or even | 
years. 

When symptoms recurred in this patient, the elimination diet which had yielded | 
spectacular relief in 1945 and saved her from a recommended ileostomy while under 
this writer’s care should have been resumed. With the bland general diet which was 
given, a recurrence of colitis recurred in two months, invaliding her for three 
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months thereafter. The relief which occurred for the next year can be explained 
by prolonged refractoriness to the causative food allergens which so often occurs in 
clinical allergy as already discussed in this paper. Then during the fifth to seventh 
month of her pregnancy, bloody, loose movements recurred, indicating a temporary 
reactivation of probable allergenic causes. Refractoriness continued for another 
seven or eight months after pregnancy terminated. Then a severe recurrence devel- 
oped which failed to respond to a soft bland diet with milk and other treatment, 
because of which her present ileostomy was done. Thus during less than two and 
one-half years while her former bland, soft diet was eaten, there were two severe 
exacerbations and one moderate exacerbation of her ulcerative colitis. 

It is our opinion that with the continued consideration of food allergy these exac- 
erbations probably would have been prevented. During. the exacerbations which 
did occur, the writer’s elimination diet should have been resumed. Thus,the ileostomy 
might have been prevented. This opinion is supported by many prolonged good re- 
sults similar to those in Cases 2, 3 and 4 in this contribution. 7 


This chronic ulcerative colitis developed in the early twenties .with no previous 
history of gastrointestinal symptoms, no previous allergic manifestations and 2 
familial predisposition to chronic or allergic disease. All of this in no. way excludes 
the possibility of allergy as the underlying major cause of the chronic ulcerative _ 
colitis, Allergy in the colon may start as in other body tissues without any familial 
predisposition to allergy and the colon may be the only shock organ of allergy in the 
body. As is frequent, traces of blood had been in her stools on and off for three years, 
except for the last six months of her pregnancy, during which various manifestations 
of allergy as asthma or eczema may disappear, to reappear one or three months — 


postpartum for varying periods of time. - 


SUMMARY 


1. That an eczematous-like inflammatory reaction to food and less often 4 
to pollen and at times to other inhalant and drug allergies is the primary — 
cause of chronic ulcerative colitis is indicated by the writer’s study and © 
treatment of this disease in the last twelve years. a 

2." When allergy is the sole cause, the symptoms gradually reduce or dis- - 
appear with the control of the allergies. 

3. When complicating infection, anemia, hypoproteinemia or avitami-_ 
nosis are present, their treatment also is necessary. = ; 

4. Allergy best explains the primary lesions. Localized vascular allergy 

can cause the erythema, edema and a friable and easily bleeding mucosa. ant 
Granulation, erythema and oozing are also the main features of active 
atopic dermatitis. The herpetic ulcers can arise from minute vascular 
thromboses which also cause canker sores, the latter being due to food and 
at times to drug and bacterial allergies. With low resistance, secondary in-— 
fection causes fever, fistulae, abscesses, perforation and peritonitis. 7 


5. Remissions can be explained by the tendency to refractoriness to cau- = 
sative allergens or even to anergy which develops in clinical allergy, 
plaining recurrent asthma, allergic headaches or angioneurotic edema. The 
seasonal occurrence of symptoms due to pollen allergy and the decreased — 
or absent symptoms in the summer months due to food allergy help to ex- 
plain variations of symptoms. 
6. The tendency for allergy to localize in specific tissues and to limited | 
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areas of one tissue and the spreading tendency of atopic dermatitis can ex- 
plain the localization and spreading characteristics of chronic ulcerative 
colitis. 

7. Fever may arise from allergy, especially to foods or drugs, though 
complicating infection is the usual cause. 

8. Treatment therefore should take food and pollen and to a lesser ex- 
tent other inhalant and drug allergies into account in all cases of ulcerative 
colitis, 

9. In mild cases the writer’s fruit-free elimination diet and later on his 
minimal elimination diet usually control food allergies. 

10. In fulmination cases the writer’s strained meat liquid formula, con- 
taining 100 to 150 grams of protein and 2000 calories, together with addi- 
tional lamb, potato, tapioca and sugar as tolerated, is advisable for the 
study of food allergy. Intubation of this formula is possible with nausea 
and severe anorexia. 

11. Suspected pollen and inhalant allergies require strict environmental 
control, pollen and dust filters and desensitization with multiple antigens, 
as advised by the writer. 


12. Complicating infections demand sulfa drugs and the new and older 
antibiotics, as indicated by the patient’s response and tolerance to them. 
Aureomycin, Chloreomycetin® and Salazopyrin are of special help. 

13. Anemia and bleeding require transfusions and iron if tolerated. 
Vitamin K and Rutin may be necessary. 

14. Hypoproteinemia requires the advised high protein elimination diet, 
transfusions and human albumin. 

15. Cramping, diarrhea and pain may require careful use of codeine and 
at times tincture of opium. Sedation is contraindicated, except at times with 
small doses of barbitals. Antispasmodics are disappointing and usually 
inadvisable. 

16. Heostomy with the usual total colectomy is contraindicated until 
adequate and experienced treatment based on probable food or inhalant 
allergy and possible drug allergy has been used for an adequate period as 
advised by the writer. When “early ileostomies” are done before such treat- 
ment is given, they are not justified in spite of the low mortality with anti- 
biotics and present surgery. 


18. Surgery-should be reserved for those cases where perforation and 
peritonitis threaten life in spite of the vigorous use of the sulfa and anti- 
biotic drugs or where uncontrolled perianal infection or abdominal ab- 
scesses or intestinal infection are continuing in spite of present therapy. 
Then, postoperatively, probable food, pollen or drug allergies must be ade- 
quately considered in treatment, particularly if any part of the colon, 
which is the shock organ of allergy in these patients, remains. 
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= _ TESTING FOR IDENTITY AND PURITY OF POLLEN EXTRACTS 


ROGER P. WODEHOUSE, Ph.D. — 
Pearl River, New York 


Users of commercial pollen, who take the precaution to examine micro- 
-scopically the batches as purchased, occasionally find them too badly con- 
taminated for use, and sometimes even wrongly named. Though this 
condition has received little notice, its prevalence is indicated in the report 
by Ellis and Dahl (1947), which is possibly the only one in the literature. 
_ They state that, “By microscopic examination of 260 different lots of dry 
_ pollen purchased from commercial sources . . . 6.5 per cent was incorrectly 

labeled, and 5.4 per cent was seriously contaminated.” The serious con- 
_taminations ran from 2 to 87 per cent of foreign pollens, and involved 
as many as eight different plant families in a single lot. Notice was taken 

of this condition by Veldee (1948) in recommending to collectors that 
batches of pollen be not contaminated with foreign pollens to a greater 
extent than 1 per cent, and that the collector or his immediate supervisor 
i. _ be well grounded in taxonomic botany. 

It has been the experience of the writer that when excessive contamina- 
_ tions or misidentifications are brought to the attention of the collectors, they 
nearly always show themselves to be genuinely appreciative, and willingly 
replace the defective lots, so that it can be safely said that the defects are 
rarely, if ever, knowingly incurred, and it is to be hoped that some im- 
provement will result from the application of Dr. Veldee’s recommenda- 
tions. This can best be advanced if consumers of commercial pollens care- 
fully examine all lots of pollen, both microscopically and serologically, and 

reject those that do not conform to the recommendations. 

Ellis and Dahl state that “the identification of a pollen extract is made 
with considerable difficulty, and the identification of contaminants in an 
extract, practically impossible.” ‘The identification of pollen grains,” they 
say, “is made with certainty and relative ease by a person properly trained.” 
I find myself not in complete agreement with these statements. -It is true 
that one can detect mislabeled and contaminated pollens by miscroscopic 
examination, providing the species under consideration have sufficiently 
distinctive morphological characters, but this is by no means always the 
case. 

On the other hand, if the pollens are antigenically different, they may 
always be distinguished by their serological reactions. If they are an- 
tigenically identical, their distinction is not important. 

In order to distinguish two pollen extracts, or to detect contamination 
of one with the other, it is necessary to procure two allergic sera with sen- 
sitizations to each of inverse dominance. It is not necessary that either be 

shea Lederle Laboratories Division, American Cyanamid Company. 


« Dr. Wodehouse is an Associate Fellow of the American College of Allergists. 
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POLLEN EXTRACTS—WODEHOUSE 
TABLE I 
Tests with unknown extracts | Test with dominant 
Sites | allergen 1000 u.p. ce 
sensitized with 1000 | u. ee | 2000 u. ee 2000 Wp. cc 
w e. w. | e w. e. | w. 
H 9 45 | 6 25 0 | Bermuda 
Rod serum, : J 10 50 7 15 0 Bermuda 
Bermuda dominant K 10 45 7 30 0 | Bermuda 
L 10 50 6 30 0 | Bermuda 
(| 9 45 0 | Timothy 
Jam serum, j J 9 50 0 | Timothy 
Timothy dominant \ K 9 45 0 | Timothy 
L 9 45 0 | Timothy 


Reactions to pollen extracts of Bermuda, timothy and mixtures of the two (designated H, J, 
L) of sites sensitized with a Bermuda dominant and with a timothy dominant serum. After 
desensitization of the sites of each serum by H, J, K and L, they were tested with the allergens 
of their dominant sensitizations. 


The fact that H had failed to neutralize the Bermuda sensitization, but had that of timothy, 
shows that it contains no Bermuda grass and is therefore pure timothy. Similarly K is shown 
to be pure Bermuda grass. Since J and L both neutralize the dominant sensitization of each 
serum they must both be mixtures of Bermuda grass and timothy. W indicates the diameter of 
the wheal and e that of the erythema; u.p. cc denotes Noon units per c.c. 


the over-all dominant sensitization of its serum; thus, one serum often can 
serve in several identifications, if it possesses many sensitizations of varying | 
degrees of dominance. 

Sermuda grass. and timothy were chosen to put this thesis to the test 
because their pollen grains are almost indistinguishable microscopically, © 
and differentiating sera are readily available (1947). Four extracts were — 
submitted for examination. They were Bermuda grass, timothy, Bermuda — 
contaminated with timothy, and timothy contaminated with Bermuda. They — 
were designated by letters (H, J, K, L) without revealing which was which. 

Two sera* were chosen, one in which Bermuda grass was the sole domi- 
nant with no reciprocals, and the other in which timothy was dominant but 
reciprocal with orchard grass, perennial ryegrass, sweet vernal grass and 
redtop. Four sites were sensitized on one arm of a normal recipient with 
the Bermuda dominant serum, and four symmetrically opposite on the — 
other arm, with the timothy dominant serum. The sensitizations were made | 
by injecting intracutaneously 0.05 c.c. of the sera diluted 1:10. Twenty-— 
four hours later the sites were tested with the unknown extracts, H, J, K 
and L, injecting 0.01 c.c. in appropriate dilution in the different sites — 
(Table I). After the sites were completely desensitized to the unknown — 
extracts, each was tested with the pollen of its dominant sensitization. Ber-_ 
muda reacted only with the site that had been neutralized by H, and timothy 
only with that neutralized by K of their corresponding sensitizations, show- _ 
ing that H contains no Bermuda grass and that K contains no timothy, and 
since H neutralizes its timothy dominant site to timothy, and K neutralizes _ 
its Bermuda dominant site to Bermuda, H is identified as pure timothy * 
and K as pure Bermuda grass. The other two unknowns neutralize both — 


*The sensitization patterns of these sera have been reported (1948), designated as Jam and 
Rod sera. 
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the Bermuda and timothy dominant sites; hence they must be the impure 
samples containing both pollens. 

It is often possible, when the contamination of an extract is slight, to 
tell which is the preponderant pollen. In this case the first reactions of 
J and L were both maximal with both sera and without significant differ- 
ences. Nevertheless, they failed to neutralize their Bermuda dominant 
sites, so these were retested, and the retests show that J had come much 
closer to doing it than had L. Hence, it appears that J is the Bermuda 
contaminated with timothy and L is the timothy contaminated with Ber- 
muda. After these conclusions had been reached, it was revealed that H 
was pure timothy, K was pure Bermuda, J] was Bermuda with 3.5 per cent 
timothy, and L was timothy with 3.5 per cent Bermuda. The method is, 
therefore, capable of distinguishing the pollen of one grass from another 
and revealing contaminations of one with the other by as little as 3.5 
per cent. In the case of the Bermuda grass, the identification is absolute 
because Bermuda grass is the sole dominant of its serum, with no recipro- 
cals. But with the timothy, the identification is not so specific. It could as 
well be orchard grass, perennial ryegrass, sweet vernal grass or redtop, 
since these are reciprocal with timothy. However, it is doubtful if these 
grasses are antigenically distinct. 

A similar experiment was done to see if it is possible to distinguish bur 
ragweed from sagebrush singly and as contaminations. Spri and White sera 
were chosen. The sensitization patterns of these have been reported else- 
where (Wodehouse, 1948, 1949). The dominant sensitization of Spri serum 
is to ragweed, with short, western and bur ragweeds reciprocal. Sage- 
brush is subordinate and reciprocal with marshelder, burweed, cocklebur 
and slender ragweed. It partly neutralizes the sensitizations to western, 
short and tall ragweeds but not appreciably that to bur ragweed. Hence, 
the latter was chosen for the experiment. The dominant sensitization of 
White serum is to Russian thistle, with sagebrush subdominant, being 
dominant to all sensitizations except Russian thistle and summer cypress. 
Bur ragweed sensitization of this serum is a weak subordinate, reacting only 
when both the serum and antigen are used in high concentration, as in the 
present experiment. 

The experiment was done as before (Table IL). Four sites were sen- 
sitized with the serum in which ragweed was dominant over sagebrush, 
diluted 1:10, and four with the serum in which sagebrush was dominant 
over the ragweed, diluted 1:4. Following neutralization of the sites by 
the unknowns designated as M, N, O, P, it was found that bur ragweed 
reacted only after neutralization with O, and sage brush only after neutral- 
ization with M. Hence, O is pure sagebrush, and M is pure ragweed; 
N and P are mixtures. Which is which, in this case, is revealed by the first 
reactions. P gives the larger reaction with the ragweed serum, and N 
gives the larger with the sagebrush serum. Hence, P is mostly ragweed and 
N is mostly sagebrush. After these conclusions had been reached, it was 
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TABLE II 


| 


Sites Tests with unknown extracts Test with dominant 
| allergen 1000 u.p. ce 


. - sensitized with 1000 u.p. ce | 2000 u.p. ce 
Ww w. Ww e 
—_—— 
OM 10 55 0 Bur ragweed 0 
Spri serum, { J N 6 40 0 Bur ragweed 0 
Ragweed dominant + ¢ \ O 8 45 0 Bur ragweed 8 40 
10 40 ( Bur ragweed 0 
f M a 40 0 Sagebrush 6 20 
White serum, 8 45 0 Sagebrush 0 
Sagebrush dominant \ oO 9 45 0 Sagebrush 0 
8 35 0 Sagebrush 0 


ese to pollen extracts of bur ragweed, sagebrush and mixtures of, the two (designated 
as M, O, P) of sites sensitized with a serum in which ragweed was dominant over sagebrush, 
and one ‘in which sagebrush was dominant over ragweed. After desensitization of the sites of 
each serum by M, N, O and P, they were tested with the allergens of their dominating sen- | 
sitizations. 

The fact that O failed to neutralize the ragweed sensitization, but did that of sagebrush shows 
that it is pure sagebrush. In the same way, M is shown to be pure ragweed. And since N and 
P both neutralize the dominating sensitization of each serum, they must contain both pollens. 


> 


revealed that O represented pure sagebrush, M was pure bur ragweed, 
P was bur ragweed with 3.5 per cent sagebrush, and N was sagebrush with 
3.5 per cent ragweed. Owing to the reciprocal neutralizations of the rag- 
weed serum the ragweed could as well have been short or western. How- 
ever, it is extremely doubtful if any antigenic difference exists between 


these species. The sagebrush sensitization, on the other hand, finds no 
reciprocals in its serum, except to other members of the genus Artemisia, 


= 


so its identification is definitely to the genus. Further than this we cannot 
go for it has already been shown that the different species of Artemisia 
are antigenically identical (Wodehouse, 1948). 

These experiments establish the fact that if sites are sensitized with 


J 
two sera possessing inversely dominant sensitizations, tested and desen- — 
sitized with an unknown extract, then each tested with the allergen of its — 
predominating sensitization, one positive and one negative reaction indicate — 
that the unknown extract contains only the allergen that failed to give a_ 
reaction ; both tests negative indicate both allergens present ; and both tests — 
positive indicate neither present. This may be expressed graphically as: 


Z + = A absent from X 


“So = A present in X 


+= Babsent from X 


if a and b represent reagins, A and B their homologous allergens, and X | 
the unknown solution. 
(References on Page 814) 
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_ PERSISTENT COUGH AND BRONCHOSPASM DUE TO EXPOSURE 
TO FUMES FROM RANGE OIL 


A New Clinical Syndrome 


ETHAN ALLAN BROWN, M.D., F.A.C.A. 
Boston, Massachusetts 


Axout nine years ago, while staying at a summer camp, I developed 
a short, hacking cough, which lasted three days and then ceased, only to _ 
recur in the same way on the following weekend. Suspecting that it might 
be the oil range, exposure to which in the past on several occasions had 
given me a laryngeal “catch,” I gave it no further thought until several 
months later when a patient presented himself with a clinical history similar 
to mine. With elimination of the oil range, he had a complete permanent 


remission. 

During the following winter, a three-year-old boy was referred to me for 
studies. He had suffered from a continuous hacking cough, worse in the 
winter and more marked at night, and associated after the second year with 
wheezing. He came from northern Maine and had been in Boston for 
three days when his symptoms ceased. The cough was so similar to mine 
that a diagnosis of nonpassive expiration asthma due to range oil fumes 
was made. Subsequent experimental change of environment proved that 
exposure to range oil fumes almost always caused coughing and wheezing. 
Absence of exposure to the fumes of range oil was associated with com- 
plete freedom from symptoms. 

Gradually, with further experience as the clinical picture became more 
clearly defined, more patients presenting the full constellation and its 
associated syndromes were recognized, and in all, some forty-one case- 
histories have been gathered together in the subsequent nine years. 

In the average patient, the onset is so insidious that he cannot ascribe 
an exact date to his initial symptoms. The cough usually comes on in the 
fall as early as the first cool days, and in New England, while ragweed 
pollen is still prevalent. The cough grows worse with the onset of winter, 
reaching its utmost in severity by March or April. In some patients it may 
decrease or become completely quiescent during the summer months, de- 
pending, of course, upon the pattern of life followed in the patient’s home. 

For the younger children, who are not as yet in school, the symptoms 
may be continuous. Those at school may have periods of freedom during 
the week, with exacerbations during the weekend, being much worse when 
bad weather keeps them indoors and improved when in the outside air. 
For older people, the ones at home, usually the housewife, is worse off 
than her husband or sons unless their occupations keep them at home, as it 
does among coastal fishermen and farmers, who in the sections further 
north have minimum outdoor winter activities. Not all members of the 


Presented at the Fifth Annual Meeting of The American College of Allergists, April 14-17, 
1949, Chicago, Illinois. 
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family are equally affected, the very young and the very old being the 
chief sufferers. 

In patients who have suffered a long-standing cough of this type there | 
may be an associated sinusitis, a bronchitis, a history of frequent upper or — 
lower respiratory tract infections, progressing to a chronic bronchitis. — 
Young and old present an emphysema, the former due to the constant — 
forceful expiration, which in the latter is also associated with changes due 
to age. In the absence of infection there is little or no phlegm, the moony 
being low in the throat and therefore often completely nonproductive. It is | 
recalcitrant to any and all drug treatment, except for massive doses of 
narcotics which, of course, are acting, in all the doses given, as general 
sedatives rather than cough depressants. In these patients expectorants 
have no expectorant action, and the cough, chronic, persistent, hacking and — 
unproductive, keeps the patient awake and often makes life miserable for — 
the members of his family and occasionally his neighbors who cannot — 
possibly escape it and stay asleep. In some families several members may 
be affected, their symptoms differing only in degree. The elimination 
the oil for the patient most seriously ill has resulted in decreased illness — 
for all of his group. Occasionally, however, only one person shows this | 
spastic response. 

When wheezing develops, it is severe and the patient becomes a medical — 
emergency. Removal to the hospital changes the environment, and so — 
these patients, who do not directly respond to the medicines given them, | 
nevertheless improve, going from dire illness to complete recovery in two — 
or three days. To the despair of the patient, his family and the physician, — 
the cough may recur within an hour or two after returning home or may © 
be delayed for one or two days, presenting itself as a short double expiratory 
hack every few minutes, gradually growing more severe and continuously 
barking before developing into a wheeze. It may occasionally begin as — 
a catch in the throat, and some patients have learned that they are some- — 
times relieved by keeping water boiling continuously on the very stove | 
responsible for their symptoms. This may decrease the marked dryness, — 
but does not markedly affect the basic irritation, 

When the patient resides in such geographical areas in which oil stoves | 
are in general use, he may experience no clinical change related in any 
way with change in environment. His symptoms are present at his friends, 
his relatives, the corner general store, the local garage, the post office, and _ 
the club. Sometimes, to add to his mystification, exposure will not result ° 
a cough. A mild winter may expose him to more fresh air and lessen his 
symptoms, while a severe winter may expose him to more of the irritant 
fumes which make him much worse. At his lowest point, the very nadir | 
of his symptoms, when he is chronically fatigued and worn down by lack | 
of sleep, infection, usually a pneumonia, may intervene, and if the patient 
is treated away from home, both conditions are successfully cured, the one, 
of course, to recur. Those patients who have suffered successive pneumonia 
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for several succeeding winters may go south or southwest and, by the 
elimination of the range oil fumes, rather than the geographical location, 
become completely well. 

In some there is, naturally enough, a personal or family history of allergy. 
They follow dust precautions and take injections of house dust with no 
effect. Some are given vaccines, stock or autogenous, achieving ques- 
tionable results. Careful study in some of the larger medical centers usually 
leads to a diagnosis of psychoneurosis. Some of these patients have hac 
psychotherapy, with which no fault can be found since the organic cause 
being unknown, a functional reason, arrived at by exclusion, was postulated. 


‘ 


One of our male patients was diagnosed as suffering from “a depletion 
syndrome” and given a high caloric, high vitamin diet and testosterone, 
responding well while hospitalized but proving himself completely recidivist 
with a relapse on returning home. 

One of the two case histories to be given is illuminating, in that the 
patient presented a concomitant pansinusitis, supposedly the cause of his 
wheezing but nevertheless still present and causing no symptoms following 
elimination of the exposure to range oil fumes, 


The patient, fifty-five years of age, presented symptoms which began in August, 
1944. Skin tests by four allergists at intervals since have been completely negative. 
A chest x-ray is said to have demonstrated a mass, for which a bronchoscopy was 
done. No diagnosis was made, and the mass has since disappeared. X-rays of the 
sinuses showed both antra to be dense. The patient was given emergency treatment 
for acute bronchial asthma in August, September, October and November of 1946, 
each attack clearing completely during a hospital period of three days. Some small 
polyps were removed in January, 1947. A diagnosis of pansinusitis was made, and 
the patient was hospitalized again for acute bronchial asthma in February, 1947. 
While in Florida for all of March he was symptom-free. Two days following his 
return in April he required hospitalization. The cough persisted daily with severe 
wheezing for one night in June, three in July and two in August and then with 
increased frequency, several times monthly with three hospital admissions for 
emergency treatment in September, followed by continuous wheezing for the winter 
months. Elimination of range oil on March 3 gave him an almost complete remis- 
sion to date (June 1), except that one Luasmin capsule was taken on March 8 be- 
cause he thought an attack (which, by the way, did not materialize) was imminent. 
He overate on March 23 and suffered from dyspnea lasting approximately thirty 
minutes, which however required no medicine. He gained 11 pounds in six weeks. 
He sleeps all night and on the occasion of his last visit reported that for the first 
time in five years he had been able to spend an afternoon splitting logs. 


The second patient’s history is classical in its simplicity. A girl of five was seen 
on April 28, 1948, because of a catch in her throat associated with a short, hacking 
cough and difficult breathing. Her symptoms were occasionally present during the 
day but were always worse at night, reaching a climax at about 3:00 am. Wheez- 
ing attacks occurred at intervals of several days and lasted three days for four 
attacks in October. There were occasional remissions up to one month. On the same 
day, and before she returned home from the physician’s office, the stove, which 
was of a gas and oil type, was turned off, with complete remission, lasting now for 
exactly one year. 
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The laryngeal bronchospasm, when due to exposure to range oil fumes, 
is apparently caused by the end-products of the combustion of keno 
(range oil, coal oil) in the wick variety of burner of the type surrounded 
by three perforated cylinders and known to act on “‘the reverse flame prin- | 
ciple.” With this type of burner, the air is sucked by natural draft into the 
holes of the perforated shells which surround the space which is filled po 
oil vapor, due to the vaporization of the kerosene which lies at a constant 
level in a receptacle at the base of the wick, the yellow flames of “ich 
merely vaporize the oil. The true flames, which are blue, consist of air 
burning in an atmosphere of hydrocarbon gas, in accordance with what is | 
known as the aldehydeous combustion process. 


Any cause of incomplete combustion, as for instance when the cylindrical — 
shells are too cold, when there is not sufficient air, or when the level of the | 
.oil is not exactly right, leads not to the formation of soot, which is oe 
product of destruction, but to the occurrence of invisible acrid vapors con-— 
taining aldehydes. These aldehydes are the typical intermediate products of — 
this type of blue flame combustion. The asthma seen in warmer parts of 
the country where coal oil stoves are used only intermittently for occasional 
cold spells is probably due to these ‘fumes. 

The long-chain hydrocarbon molecules in kerosene burn gradually, like 
fuses, forming first high alcohols, then fatty acids and aldehydes or perox- 
ides, which are themselves gradually transformed into lower alcohols, or- — 
ganic acids and aldehydes, at the same time splitting off formaldehyde | 
molecules. These eventually burn separately either to carbon dioxide and 
water or to carbon monoxide and water, or are broken down thermally to 
carbon monoxide and hydrogen. 

An imperfect burner of this type gives off acrid, invisible, tear-drawing 
vapors without the slightest trace of soot. These vapors invariably contain 
varying amounts of formaldehyde. Some patients are affected by a little, 
while others require larger doses before symptoms occur. 

This process is quite different from that seen in a kerosene lamp, 
which the center of the flame consists of pure hydrocarbon vapor exposed 


to strong radiation of heat from surrounding flame fronts, resulting in 
a decomposition of the oil gas in the center before it has an opportunity . 
of combining with oxygen. The carbon particles thus formed are set 
glowing as they reach the flame front on its inner side and are burned as 


they gradually traverse the flame to its outer side. The kerosene lamp 
is an example of the carbonic type of illumination as compared to the 
aldehydeous combustion, and when imperfect, it deposits soot and does 
not form aldehydes, formaldehyde, or methane. 

The fumes are not seen with fuel oil or with a pot-type of burner as 
used in some heaters using range oil. The venting of the stove may some- 
times help, but since the wick is upright and directly beneath the stove 
venting is never complete. The older the stove the worse the fumes; 


but the older the house, frequently the better the patient, since the newer 
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houses have fewer structural defects providing unwanted ventilation. The 
wick, which may be asbestos or fibre, is apparently not important, except- 
ing as the level of the oil may cause the deposition of soot or gums on 
; part of the wick, resulting in incomplete combustion. The higher the quality 

of the oil, the less difficulty, but no oil is completely free of the causative 
; materials, since they are due to the type of combustion rather than to the 


SPASM 


composition of the oil. : 

The kerosene or range oil as stored does not itself cause difficulty, al- im 
though in some patients as fumes in clothing they bring on an attack. 
Some of the patients are also sensitive to other nonspecific irritants, as 


smoke from coal (soft or hard), wood fires, refrigerant gases, frying oils rn 
which are being heated at too high a temperature so that acrolein and other : 


burned products are given off, and in some cases, to tobacco smoke, more 


from pipes and cigars than from cigarettes. 

Since Metazene mist combines with unsaturated sulfur and nitrogen 
compounds and will completely neutralize formaldehyde, it will be in- 
teresting to note its effect on these patients as the present studies are ex- 


tended. 
Of the utmost importance is the fact, however, that these patients, when 
bronchospastic, are with very few exceptions (and these perhaps more a 


coincidental than real) labeled as intrinsically asthmatic. Infection, how- 
ever, when present is not causally related to their symptoms. The range 


oil fumes may, of course, act as a nonspecific irritant in those otherwise 


atopic. 
Since any cough due to any cause may cause marked active expiratory 
effort and this in itself can lead to bronchospasm, a special descriptive term 


is warranted. 

In actuality, the range oil fumes cause a chronic coughing, leading to 
bronschospasm. Since, medically speaking, our thinking is usually in re- 
verse sequence, these patients must be labeled as having a wheeze due 
to continuous nonpassive expiration caused by a chronic cough following 
exposure to fumes from range oil. 

A careful search of the literature has brought to light no previous de- 
scription of this syndrome, the existence of which must have been sus- 
pected and known although not described. If it has been previously de- 
scribed, the reference would be welcomed by the author so that the full 
credit can be given. 
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AEROSOLS 
I. The Urinary Excretion of Inhaled Phenolsulfonphthalein Mists 


H. A. ABRAMSON, M._D., F.A.C.A., C. REITER, M.D., H. H. GETTNER, M.A. and 
B, SKLAROFSKY, B.A. 


New York, New York 


Since the initiation of penicillin aerosol for topical therapy of the lungs 
by the Chemical Corps (then the Chemical Warfare Service) in 1942, 
the way in which antibiotic aerosols are deposited in the respiratory tract 
has not been adequately scrutinized. This communication is part of a 
series which will endeavor to place the use of aerosols on a more quan- 
titative basis.1 The experiments with phenolsulfonphthalein aerosols were 
begun by one of us (H. A. A.) in the spring of 1946, when the standard 
solution of phenolsulfonphthalein used in renal function tests was orally 
inhaled as an aerosol. This solution contained 6 mg. of the dye per c.c. 
Although traces of the dye appeared in the urine, it was evident that this 
concentration was too low to lend itself to quantitative experimentation. 
Further investigations with Reiter in 1947 placed the excretion of the dye 
after inhalation on a more practical basis for the study of lung absorption 
(permeability). Finally 2.5 c.c. of a sterile solution of the dye, containing 
approximately 50 mg. of the dye per c.c., was used in a De Vilbiss No. 40 
nebulizer equipped with nasal tips. These tips fit so snugly in the nose 
that with inspiration, with the air or oxygen at 10 liters per minute, the 
aerosol acts as if it were in a closed system, goes directly to the lungs 
through the nose. None escapes into the atmosphere except that exhaled. 
However, only a part of the dye delivered by the nebulizer actually reaches 
the lungs themselves. Deposition occurs in the nose and the pharynx with a 
certain amount swallowed. Nevertheless, this technique apparently pro- 
vided a simplified approach for the study of aerosols in man because a 
fairly consistent curve of renal excretion occurred in normal and allergic 
individuals. In our preliminary work, it was shown that within two hours, 
4 to 10 mg. of the dye were excreted in the urine, with the total dye in the 
urine reaching a limiting value at approximately eight hours. In our first 
group of five normals approximately 8 to 10 mg. of the dye appeared in 
the urine within two hours. Later experiments, however, disclosed that 
this value was rather high and that ostensibly normal individuals could ex- 
crete much less. Several questions arose. Since deposition occurs in the 
nose, what was the effect of shrinkage on the nasal mucous membrane? 
What effect would the stabilization of the particle size by means of glycerol 
have on the deposition and absorption of the dye in the lungs? How 
much of the dye on the nasal mucosa was absorbed into the blood stream 
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TABLE I. 
URINARY EXCRETION OF NEBULIZED PHENOLSULFON PHTHALEIN—VENT OPEN 


Nasal route except in A-3 where oral route was used. Original volume in nebulizer— 
1 c.c., except in A-8 and A-9 where 1.5 c.c. was used. 


Original Dye Completion |The dye excreted in mg. is given in hours: 1, 2, 3 
Dye in Delivered on Time and 4. The numbers in parenthesis refer to the 
Nebulizer | Nebulization Min. number of c.c. of urine excreted for each period. 
Mg. Meg. 


Hours: 
1 2 3 
A-1 (CR) 5 0.85 0.62 0.30 
(632) (463) (165) 
A-2 (BK) 0.12 0.02 
(323) (80) 


(BK) 1.80 


1.09 
(450) (75) 
A-4 (CR) 56. 1.07 0.56 

(516) 215) 
US) 6 1.59 0.79 
é (85) 


a A-6 (CR) 2. a : 0.72 0.33 
5 (440) (74) 


(BK) 0: 0.51 0.13 
; (78) (66) 

A-8 (CR) 6.11 3.58 2.12 
=e (230) (95) 


A-9 (HA) 1.45 1.20 
(110) (65) 


No irritation except in A-3. A-9 had cough, fever and prostration 3 hours after experiment. 


and appeared in the urine? What fraction of dye delivered to the patient 
appeared in the urine? Not all of these questions have been fully answered. 
However, sufficient data have been accumulated to give in this communi- 
cation a further report on the urinary excretion of the nebulized phenol- 
sulfonphthalein under various conditions and to make more explicit certain 
problems connected with (1) aerosol therapy of the lungs in general and 
(2) the administration of toxic and antigenic aerosols with standardized 
nebulizers. 


METHOD 

In general, the method briefly described? was employed with certain dif- 
ferences. The standard procedure for renal function was followed except 
that the dye was inhaled. The bladder was emptied and the subject took 
500 c.c. of water. Specimens were obtained hourly from the start of the 
inhalation. Since, in Tables III and IV, it was assumed that the volume 
velocity recorded on the flow meter at the beginning of the tube connected 
to the nebulizer was approximately equal to that at the end of the nebulizer, 
the value for the volume velocity may be slightly less than given. Nasal 
tips and L-tube of the De Vilbiss No. 640 combination were employed. 
The dye was determined by means‘of a Coleman spectrophotometer. Uri- 
_ nary pigments introduce an error of 0.2 to 0.3 mg. at low concentrations of 


ze 
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0.34 
(75) 
0.60 
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ABLE II. URINARY EXCRETION OF NEBULIZED PHENOLSULFONPHTHALEIN J 
Time of each experiment, 15 minutes. Vent was open. Nasal route was used. : 
An initial volume of 2.5 ¢.c. was used, with 125 mg. of the dye. 
7 Experiment The dye excreted in mg. is given in hours: 1, 2, 3, and 4. The numbers in , 4 
~ parenthesis refer to the number of c.c. of urine excreted for each period. «at 
Hours: 
B-1 (CR) 5.0 2.7 1.2 0.63 
(200) (165) (55) (45) - 
(CF)* 2.9 1.9 0.88 
(315) (100) (70) (70) 
(JS) 6.1 3.7 2.3 1.5 
(320) (200) (145) (80) : 
B-4 (MT) 6.1 2.4 1:25 
(120) (90) (70) (55) - 
B-5 (CR)** 5.7 353 1.65 0.95 
(75) (45) (165) (40) 
B-6 (BS)* 3.2 2.3 1.25 0.75 7 
(40) (40) (40) (35) ' 


*These subjects are allergic and showed no reaction. 
**Had slight irritation. Reaction of fever and cough. 


dye. In the A and B series of experiments (Tables I and II) air pressure 
with a Gast pump jas obtained. In the remaining experiments, oxygen was 
utilized. Some of the subjects preferred the oxygen to the air pump. 
Whether this preference was psychological or not has not been ascertained. 

It is important to note that the dye was nebulized only when the finger 
was placed over the Y-tube so that the time of nebulization was markedly 
influenced by the inspiratory pattern of the subject. This will be taken up 


in detail in a subsequent communication. 


It is believed on the basis of experiments now in progress that for every 
10 mg. of dye swallowed, not more than 0.5 mg. of the dye will appear in 
the urine. In general, nasal deposition and swallowing will represent a 
small constant error in the experiments and under present circumstances _ f 
cannot readily be avoided. Quantitative data with radioactive solutions 
might yield better data, but they are technically so difficult that it appears 
more pertinent to our present therapeutic procedures with antibiotics and 
sympathomimetic amines to study the behavior of a simple substance like 
phenolsulfonphthalein where deposition of the dye is readily observed | 
in the nose and pharynx and its excretion can be easily followed in the 
urine. The presence of dye in coughed-up pus is always observed and 
studied, as previously reported.” 

TOXICITY 

Reactions (cough, fever and weakness similar to a virus infection) have 
been observed on five occasions after inhaling the dye. It is not known 
whether these reactions are due to (1) irritation by the dye, (2) activa- 
tion of a-virus, (3) sensitization to the dye or (4) accidental occurrence of 
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respirator y infection. In any event, about 100 inhalation tests have been 
made in which no reaction to the dye was observed. Thus, one of us 
(B.S.) has inhaled the dye more than ten times with no irritation or re- 
action whatsoever. 

Our animal toxicity experiments may be briefly summarized: Three 
white mice, approximately 50 gm. each and nine months old, were exposed 
to phenolsulfonphthalein aerosols, in which the dye was nebulized for 
seven hours over a period of three days. There were no objective differ- 
ences from the controls receiving saline aerosols. Three gray mice, each 
weighing 30 gm., three months old, were given 1 c.c. of the dye intraperi- 
toneally, each c.c. containing 18 mg. Within ten minutes, the nose, tail, 
‘ars and the skin became red. The injected dye was readily observed in 
the blood vessels of the ears. There was no obvious effect on activity as 
compared to the controls. The skin coloring disappeared within six hours. 
Red colored urine was observed in the cage. Higher concentrations were 
then given intraperitoneally with 2 c.c. of the dye containing 18 mg. per 
c.c. to three gray mice. The same three gray mice were used as in the 
previous experiments. In 3.5 minutes the body became red and the animals 
became listless in twenty minutes. This effect wore off in seven hours 
when the mice became indistinguishable from animals which had no intra- 
peritoneal injection. A fourth experiment was done in which six gray mice 
received phenolsulfonphthalein aerosol in a dessicator for six continuous 
hours. The animals were killed and at autopsy nothing abnormal was 
found. Sections were made of the animals killed immediately, three hours 
and seventeen hours after exposure. There were no microscopic changes 
observed. Animals which had received phenolsulfonphthalein intraperi- 
toneally and the saline controls were killed fourteen hours later. In both sets 
of animals there was evidence of peritonitis. In the animals given the dye, 
application of alkali to the lungs, kidney and liver showed that the dye still 
persisted 


Table I contains experiments designated as Series A. These were under- 
taken to determine the approximate effect of initial concentration of the dye 
in the nebulizer on the urinary excretion of dye, in order to ascertain the 
minimum concentration which would give reproducible and_ significant 
concentrations in the urine. In addition, they represent one type of pro- 
cedure recommended currently for aerosol therapy. Experiments A-1 
through A-7 utilized 1 c.c. of the liquid as the initial volume in the nebu- 
lizer with a dye content as noted in the table. Inhalation was continued by 
the subject until the nebulizer failed to operate because of insufficient 
volume of liquid. These data are of significance because they indicate the 
possibilities of irregularity in the delivery and absorption when a similar 
procedure is followed with antibiotic therapy. After experiments A-1 to 
A-7 were completed, it was believed that the dye excretion in the urine was 
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TABLE III, URINARY EXCRETION OF NEBULIZED PHENOLSULFON PHTHALEIN 
Time, 15 minutes. Vent closed. Nasal route used in each case. 


Mg. 
Delivered | The dye excreted in mg. is given 
Experiment PSP Solution Diagnosis to Patient | in hours. The numbers in paren- 4 
Nebulized and thesis refer to the volume of ‘ 
Per Cent urine excreted for each period. 
Delivery 
1 
C-1 (CF)** | 100,000 u. penicillin G | Bleeding 30 mg. 1:7 18 ior | Ose, 
with 67 mg. PSP in duodenal (450) (150) | (90) | (60) 
2.5 ce. ulcer and 55% del. 214 hrs. | 31% hrs. | 414 hrs. 
| lues. | 
C-2 (WC) 100,000 u. penicillin G | Diabetic | 21 mg. 1.0 0.8 
with 67 mg. PSP in acidosis | (180) (125) 
2.5 ce.. | 70% del. 
C-3 (LV) 100,000 u. penicillin G | “Post AP and | 42 mg. 2.0 1.4 13 
nig 100 mg. PSP in | schistosomia- (100) (45) (38) 
2.5 c.c. sis. | 58% del. 
C-4 (CF)** | 1,000,000 u. penicillin | | 0.8 1 
G with 66 megms in | 7 22% del. (145) | (180) | 
1.2 cc. H2O and 31 hrs. | 
c.c. saline. | | 
| ew levels 0.26 u. 
1 hr.—0.1 u. at 234 hours. 


**Same patient. 


probably too low. The volume of the dye in the nebulizer was increased to 
1.5 c.c., the total.dye in the nebulizer being 146 mg. and the experimental 
time ten minutes. At this time it was noted that with this technique the 
depth of inhalation might markedly influence the absorption and excretion 
of the dye, although this could not be ascertained. There are wide differences 
between experiments A-8 and A-9, In experiment A-8, almost 10 mg. of 
the dye was excreted in two hours, with only 36 mg. being delivered to the 
subject. In experiment A-9, less than 4 mg. was excreted even though the 
subject retained 46 mg. of the dye. The reaction of H. A. A. to the dye in 
experiment A-9 with cough and fever was subsequently shown by C. R. 
in a later experiment. The reactions to the dye will be discussed in detail 
in a future communication. Table II is the second series of experiments 
performed with the dye in a further attempt to standardize the study of 
lung absorption and permeability with phenolsulphonphthalein. The pre- 
liminary screening experiments in Series A showed that adequate urine ex- 
cretion was accomplished by inhaling the aerosol produced by a 10 per cent 
solution for ten minutes. Despite the negative results of the toxicity ex- 
periments in animals, it was still believed that the dye might be irritating 
to the pulmonary mucosa. A reduction of dye concentration to 5 per cent 
with an increase of the experimental time to fifteen minutes was decided 
upon to offset the disadvantages of the higher concentration of the dye. In 
these experiments, the nebulizer vent was open. As in the experiments 
with injected dye and the nebulized dye in Series A, readily detectable quan- 
tities of the dye appeared in the urine ten to fifteen minutes after the start of 
the inhalation of the aerosol. The data in Table IT show that considerable 
quantities of the dye appear in the urine after two hours. However, there 
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are wide differences in the quantity of dye appearing in these normal sub- - 
jects. On the basis of these data, there is a certain element of regularity - 
in the appearance of the dye. Thus subject C. R. showed at the end of = 
two hours 7.7 and 9 mg. of the dye. There is an important difference, how- i 
ever, between C. F. and J. S. which cannot be accounted for by any obvious & 
differences of the two subjects or by the presence of pathology. Because of : 
the occurrence of two reactions, experiments were continued as in Series C, “. 
illustrated in Table III, in which penicillin was administered together with 

the dye. The experiments were conducted, as in Series B, with the excep- ¢ 
tion of C-4. The experiments in Table III illustrate that the presence of 
penicillin in dye-penicillin mixtures apparently does not interfere with the 
absorption of the dye in the lung. It is of interest that these experiments 
were conducted under conditions resulting in 22 per cent to 70 per cent : 
nebulization of dye (the nebulizer residue was rediluted) even though the 

total experimental time was always fifteen minutes. Evidently we are deal- 

ing with variables which are not necessarily in the equipment but inherent —- 
in the method of doing the test. It became of importance to ascertain how 
reproducible the test was and how other factors influence the results. The 
electric charge and size of penicillin and the dye are somewhat similar. It 
should therefore be noted that the delivery of the dye also may indicate the 
delivery of penicillin and other drugs under the experimental conditions. 
In other words, subject D. F. probably would have retained 55 per cent 
of 100,000 units following our procedure. In experiments on the same 
subject, C-1, and later C-4 where the nebulizer was washed out, because of 
difficulties in respiration only 22 per cent delivery was obtained. However, 
fairly high values of penicillin units were obtained in the blood. This 
shows the advantage of using high concentrations of penicillin in the nebu- 
lizer as advocated previously. 


In Table IV are data which explain certain of the variables mentioned in 
the introduction. In Column 1 are the initials of the patients and the date ; 
Column 2 is the diagnosis; Column 3 shows the presence or absence of 
20 per cent glycerin ; Column 4 indicates the presence or absence of Privine 
to shrink the mucous membrane of the nose. Column 5 is the time in 
minutes of the experiment ; Column 6 gives the volume velocity in liters per 
minute, and Column 7, the volume of urine. Column 8 lists the mg. of dye 
in the urine; Column 9 shows the residue in the nebulizer; Column 10, the 
per cent of dye delivered to the patient; Column 11, the dye in the urine 
after two hours. In view of the large number of variables present in ex- 
periments of this type, it was of interest that in patient A. W. there was 
good agreement in the volume of dye excreted after two hours. In the 
first experiment 1.38 mg. of dye was excreted, and in the second an 
identical amount. This agreement, of course, is accidental. The per cent 
delivery of the dye is of interest since of 100 mg. of the dye in each ex- 
periment, 12.5 mg. of dye was delivered to the patient. Of this 12.5 mg., 
10 per cent appeared in the urine in two hours. Since the concentration in 
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TABLE IV. URINARY EXCRETION OF NEBULIZED PHENOLSULFON PHTHALEIN 


The vent was closed. When Privine was used, a 0.1 per cent solution was employed. 
Two similarly calibrated De Vilbiss No. 40 nebulizers were used. Two c.c. of 5 per cent 
PSP was used as the initial volume and concentration. 


Vol- Volume of Resi- Total 
Experi- Time | ume Urine Mg. PSP |duein| Per in 
ment Diagnosis | Glye- | Priv- in Ve- Excreted Excreted |Nebu-| Cent | Two 
and Date erine | ine | Min. | locity c.c. lizer | Del. | Hours 
20% 1/m. Mg. Mg. 
Hour Hour 
Ist 2nd Ist 2nd 
A.W. Asthma 
(a) 4/7 No Yes 15 ° 30 30 | 0.63 | 0.75 | — —- 1.38 
(b) 4/27 Yes | No 15 3 0 50 | 0.00 | 1.38 | 87.5 | 12.5 | 1.38 
E. W. Hay fever 
(a) 4/8 No Yes 15 8 360 325 | 0.63 | 0.85 — _— 1.48 
(b) 4/15 No No 15 7 140 320 | 0.50 | 0.27 | 85.0 | 15.0 | 0.77 
(ce) 4/22 Yes | No 15 7 280 | 230 | 0.56 | 0.68 | 92.5 726°) Pee 
(d) 4/28 Yes No 15 Ka 390 160 | 0.75 | 0.65 | 95.0 5.0 | 1.40 
of right toe | 2.5%] PSP 
(a) 4/13 No (bly Mo.)| 10 5 410 300 | 0 0.002 | 41.6 | 19.0 |0.002 
(b) 4/19 Yes No 15 7 475 105 | 0.75 | 0.22 | 89.0 | 11.0 | 0.97 
(ce) 4/21 Yes No 15 7 450 240 | 1.05 | 0.67 | 89.6 | 10.4 | 1.72 
Bronchi- 
ectises 
(a) 4/14 No Yes 15 i 310 160 | 3.38 | 3.00 | 86.1 | 13.9 | 6.38 
(b) 4/21 Yes Yes 15 7 240 90 | 2.34 | 2.45 | 90 10.0 | 4.79 
(ec) 4/28 Yes Yes 15 7 230 80 | 2.05 | 2.04 | 83.0 | 17.0 | 4.09 
M. K. Hay fever ; 
(a) 4/15 No Yes 12 530 320 ai | 2 78.0 | 22. .05 
(b) 4/22 Yes No 15 it 570 330 | 1.15 | 1.6 89.8 | 11.0 | 2.75 
(c) 4/29 Yes Yes 15 8 410 220 1.23 | 85.0 5 2.73 
D. F. Infectious 
mononu- 
cleosis 
(a) 4/27 Yes | No | 10 | 7 — | 199} — |0.58} — | — | 
(b) 5/3 No | No 15 8 70 35 | 0.33 | 0.24 | 87.5 | 12.5 | 0.57 
Prepyloric 
lesion 
(a) 5/25 No No 15 714 | 200 7511.4 | 2.1 | 72.0 | 28.0 | 
(b) 5/27 No No 15 9 200 210 | 2.15 | 3. 75.0 | 25.0 | 5.15 
(c) 6/3 No No 15 814 315 120 | 1.95 | 2.15 | 77.5 | 22.5 | 4.10 
(d) 6/9 No No 15 814 235 210 | 1.71 | 2.4 75.5 | 24.5 4.14, 


the urine after an intravenous administration of 6 mg. of the dye would 
be about 70 per cent of the dye administered, it would appear that ap- 
proximately between 10 per cent and 20 per cent of the dye delivered to 
the patient in this way, appeared in the urine in two hours. In patient 
E. W., four experiments, (a) (b) (c) and (d), were done in which these 
variables were studied in more detail. It was found, however, that there 
was considerable variation in the amount of dye delivered to the patient. 
In addition, of some interest is the fact that in E. W.’s experiment (b) less 
than 0.8 mg. of the dve was delivered in two hours even though more of 
the dye was delivered to the patient by nebulization. This experiment em- 
phasizes the fact that there were still variables which had to be considered. 
In patient T. A., 2.5 per cent solution of the dye was delivered by mouth 
because the 5 per cent solution was irritating. This experiment is excellent 
from the point of view of studying the effect of swallowing the dye. Prac- 
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tically no dye was excreted, At the end of two hours there were in experi- 
ment T. A. (b) 0.97 mg. of dye in the urine and in (c) 1.72 mg. of dye. 
After four hours, the same discrepancy appeared: even though the delivery 
by the nebulizer was fairly constant. Patient J. I. had extensive bronchiec- 
_tasis which did not respond to various types of penicillin therapy. He took 
_ the dye well except for the fourth time, when a reaction occurred. In two 
hours his excretion varied from 4 to 6.8 mg. Although this patient was 
experienced in breathing aerosols, it was nevertheless surprising to find the 
_ high excretion of the dye in the presence of extensive lung pathology. Simi- 
lar experiments with patients M. K. and D. F. again showed the fluctuations. 
The data in Column 9, where a fairly wide difference in delivery of the dye 
_under constant experimental conditions may be observed, offer a clue to the 
_ possible cause of the variation. The delivery of dye varies from 5 per cent 
to 20 per cent even though the total time of the experiment and the volume 
velocity of delivery of the gas is fairly constant. The experiments on pa- 
tient J. I., and on the experienced normals in Tables I and IT, as well as 
on patients with deep inspirations, were observed to be followed with 
higher excretions of dye. This led to the point of view that the variations 
were not so much due to baffling by the nose or the stability of the aerosol 
but to the conditions of experiment, in all likelihood connected with the 
character of inspiration or the inspiration time. 
It is well known that the longer an aerosol is retained in the lung the 
greater the probability that the particles will be deposited ; in other words. 
the greater the probability of collision of particles with the mucous mem- 
branes of the respiratory tract, the greater the probability of deposition. 
For this reason, it was decided to continue these studies in which not the 
total time of administration of dye was of importance but the inspiration 
time. An inspiration-time meter was devised which is described in a 
following paper of this series. This device measures the actual time in 
which the aerosol is inspired, the number of inspirations, and by means of 
auxiliary devices gives the character of the respiratory cycle as well as 
the total time. Since the volume velocity of the gas, the amount of dye 


_ delivered, and the conditions of delivery are known, a balance sheet may be 


obtained, in which more explicit data of the conditions under which the 
deposition of the dye in the respiratory tract occurs may be visualized. 
DISCUSSION 
_ These experiments have been reported in full because the present tend- 
ency in the use of the therapeutic aerosols is to give the patient the antibiotic 
or epinephrine, or whatever drug is indicated, in a nebulizer with brief di- 
rections and to hope for the best. This casualness in therapy should be 
replaced by a more quantitative procedure. It has been pointed out in 
previous communications that it is important to have the delivery of the 
nebulizers determined. It would be desirable to have the manufacturers 
of nebulizers certify that a given nebulizer is capable of delivering a given 
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quantity under specified conditions. Although it is not practical at this time : 
a to certify nebulizers in the way that thermometers are certified, in view 
of the fact that antibiotic, especially penicillin, aerosol therapy of the re- 
spiratory tract has become a standard procedure in the treatment of lung 
infections,‘ it appears that the errors inherent in the accidental variations 
of aerosol therapy are more than anticipated. Certainly, the data presented 
in Tables | to IV show that under ostensibly controlled conditions, with 
standardized nebulizers, with a substance as easily determined as phenol- 
sulfonphthalein, there is probably great variation in the deposition in the 


lungs. Only by a study of the data, as indicated in the body of the paper, i 
may the reader visualize how important the standardization of aerosol ther- ! 
apy is for the successful completion of topical therapy by means of aerosols. ; 
By means of phenolsulfonphthalein aerosols data have been obtained on f 


the absorption of phenolsulfonphthalein from the lungs following inhala- 

tion of aerosols of this dye. The experiments were mainly carried out us- 

ing the nasal route so that inhalation occurred in a closed system. The ef- 7 
fect of baffling by the nose and upper respiratory tract as well as swallow- 
ing of the dye is shown to be of minor importance with the main quantity of 
the dye appearing in the urine dependent upon absorption through the mu- ‘ 
cous membrane of the lungs. 


The study of the toxicity of phenolsulfonphthalein aerosols in mice 
showed that large quantities of this dye can be safely injected and inhaled 
without serious toxic effects. Five reactions in man have been observed ' 
during a course of about 100 tests of aerosol inhalation with fairly con- 
centrated solutions and quantities of the dye. These reactions have been : 
fever, cough and general weakness similar to a virus infection endemic 7 
in the vicinity where the experiments were done. Whether these reactions 2 
are due to irritation by the dye, activation of a virus, sensitization to the 
dye or accidental occurance of respiratory infection has not been ascer- 
tained. Otherwise there was no irritation produced by the dye adminis- be 
tered in the way described. 

The following variables have been studied and data presented pertinent 
thereto: (1) Effect of the initial concentration of the dye in the nebulizer 
on urinary excretion of the dye, (2) The effect of increasing the volume 
of the dye, (3) The effect of shrinkage of the nasal mucosa, (4) Absorp- 
tion from the nasal mucosa and excretion in the urine, (5) the 
effect of glycerine to increase deposition and absorption of the dye in the 
lungs, (6) The reproducibility of renal excretion of.the dye, (7) The 
ratio of the dye excreted in the urine to the dye delivered by the nebulizer 
to the patient. It is concluded from the experiments that a larger number of 
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_ COMPARATIVE TOXICITY AND SIDE EFFECTS OF THE 
ANTIHISTAMINIC DRUGS 


EMANUEL SCHWARTZ, M.D., F.A.C.A. 
Brooklyn, New York 


Zz HE ANTIHISTAMINIC drugs now in general use relieve symptoms 
in many forms of allergy—especially hay fever, vasomotor rhinitis and 
urticaria—but they also produce undesirable results, or side effects. Be- 
cause of wide differences in the frequency and in the severity of the toxic 
reactions reported in human subjects, it is important to record the com- 
parative toxicity and side effects of the various antihistaminic drugs. 
The following drugs were compared at essentially equal therapeutic dose 
levels: Benadryl, Pyribenzamine, Neo-Antergan, Antistine, Histadyl and 
Neohetramine. These drugs were chosen because they are the most widely 
used. All contain the dimethylaminoethyl radical, with differences in the 
remainder of the molecule. The chemical structures are shown in Figure 1. 


CLINICAL STUDY 


Side effects were recorded only in patients receiving therapeutically , 
effective doses. Many of the patients reported in this study have been : 


taking several different antihistaminic drugs interchangeably from one to 
four years without disturbance in blood count, blood chemistry or urine. 
The present study is a comparison of the toxic effects produced with the 
use of Benadryl in 217 cases, Pyribenzamine in 126 cases, Neo-Antergan 
in 127 cases, Antistine in 97 cases, Histadyl in 89 cases, and Neohetramine 
in 111 cases. ; 


TABLE 1, RESULTS OF TREATMENT WITH BENADRYL 


Number No Percentage 
Allergic Condition of Cases Relief Relief Relieved 7 
Hay fever 11 7 4 63.0 - 
Vasomotor rhinitis 44 19 25 43.2 
4 Bronchial asthma 80 24 56 30.0 
Chronic urticaria 21 11 10 32.4 
Miscellaneous allergies 29 12 17 41.4 
Totals 217 99 118 45.6 


Benadryl.—Two hundred and seventeen patients received Benadryl for 
symptomatic relief in seasonal and nonseasonal hay fever, acute and chronic 
urticaria, atopic and contact eczema, bronchial asthma, and miscellaneous 
allergies, as pruritus, allergic pharyngitis, gastrointestinal allergy, allergic 


conjunctivitis, migraine, vernal catarrh, and drug allergy. Doses of 50 *7 
mg. were administered whenever necessary for intermittent symptoms, . 
_and 50 mg. four times daily for continuous symptoms. Dosage had to be % 
adjusted in many patients according to individual requirements. The wi 


dosage schedule employed was considered adequate because it was thera- 


_ From the Division of Allergy of the Department of Medicine, Long Island College Hospital. 
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a peutically effective. Results of treatment with Benadryl are recorded in 
Table I, and the side effects in Table 11. 


¢ 3 
é Pyribenzamine 


Weo-Antergan 


4 
Na 
‘Histadyl 
Antistine 
rth, . © 


«Qe 


Of 217 patients treated with Benadryl, 133 (61.3 per cent) complained 
of side reactions. In fourteen cases side effects were so severe that the 
drug had to be discontinued. Drowsiness, the most common, occurred in 
ninety-three (42.9 per cent) but gradually diminished in most patients 
and in some cases entirely disappeared with continuance of the drug. Dry- 
ness of the mouth occurred in forty-four patients; tingling, weakness or 
heavy sensation of the hands in thirty-two ; headache in twenty-one ; dizzi- 
ness in fifteen; nervousness in eight; vomiting in four; weakness in two, 
and diarrhea in one. Patients complained of one to four different side 
effects, but most reported that the untoward reactions either diminished 
or disappeared as treatment continued. In several cases there were unusual 
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reactions: mental in-co-ordination in three; narcolepsy in two; and one 
patient slept for twenty-four hours after one 50 mg. dose of Benadryl. - 
One felt as though he were “walking on air.”” Another, after 50 mg. of 


TABLE II. BENADRYL—SIDE REACTIONS 


Total Cases—217; Reactions—133 (61.3%) 
Side Reaction Occurrence 
Tingling, heaviness or f 
Mental in-co-ordination 


Benadryl, was almost struck by an automobile twice in an hour, and be- 
came so emotionally disturbed that she refused to leave the hospital for 
twenty-four hours. In one case the patient became so drowsy driving his 

- car that he had to park on the side of the road and sleep for two hours. : 


Pyribenzamine.—This group consisted of 163 cases, as follows: hay 7 
fever, 112 cases; vasomotor rhinitis, eighteen cases; bronchial asthma, 
nine cases; chronic urticaria, six cases; acute urticaria, one case; allergic 
eczema, twelve cases; and contact dermatitis, five cases. The dosage used § 
was 50 mg. whenever necessary for intermittent symptoms, and 50 mg. 4 
every four hours for continuous symptoms. Results of treatment with 
Pyribenzamine are recorded in Table ITI. - ' 
TABLE III, RESULTS OF TREATMENT WITH PYRIBENZAMINE - 4 
Allergic Condition of Cases Relicf Relief Relieved 
Hay fever 112 82 30 73.2 ; 
Vasomotor rhinitis 18 10 8 55.6 - 
Bronchial asthma 9 1 8 11.1 
Chronic urticaria 6 5 1 83.3 Pa 
Acute urticaria 1 0 100.0 
Allergic eczema 12 2 7 41.7 
Contact dermatitis 5 3 2 60.0 
Totals 163 107 56 65.6 
4 


Side effects were recorded for 126 of the 163 patients treated with 
Pyribenzamine. Of these 126 patients, forty-five (35.7 per cent) com- 
plained of side effects, as tabulated in Table IV. 

Side effects were fewer and not as marked as with Benadryl, but again 
unusual reactions were observed in several patients. One, an hour after ; 
taking 50 mg. of Pyribenzamine, became comatose for six hours; another 
was markedly drowsy and showed mental in-co-ordination while driving an 
automobile. He swerved from one side of the road to the other, several 
times narrowly avoiding accident. Another patient developed a_tachy- 
cardia of 140 which lasted about twelve hours. 
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The usual side effects either diminished or disappeared, although Pyri- 

benzamine was continued on the same dosage schedule. In a group of 
> 

twenty-one patients taking 50 mg. of Pyribenzamine one to three times 


TABLE IV. PYRIBENZAMINE—SIDE REACTIONS 
Total Cases—126; Reactions—45 (35.7%) ; 


Side Reaction Occurrence 


Dryness of mouth 
Fatigue 

Tinnitus 
Comatose 
Mental in-co-ordination 


( 
ach day for two years, monthly blood counts, blood chemistry and urine 
examinations remained normal. 


Neo-Antergan.—This group consisted of 141 allergic patients who 
received 50 mg. of Neo-Antergan two to four times a day, depending on 
the duration of symptoms. The results of treatment are shown in Table \. 


TABLE Y. RESULTS OF TREATMENT WITH NEO-ANTERGAN 


Number No Percentage 
Allergic Condition of Cases Relief Relief Relieved 
Hay fever 96 67 29 69.8 
Vasomotor rhinitis 22 9 59.1 
Bronchial asthma oe 2 13 13:3 
Acute urticaria 5 1 1 0 100.0 
Chronic urticaria 2 1 1 50.0 
Allergic eczema J 1 0 1 0.0 
Pruritus a 1 1 0 100.0 
Angioneurotic edema 1 1 0 100.0 
Vernal catarr 1 0 1 0.0 
Contact dermatitis 1 1 0 100.0 
Totals 141 87 54 61.7 


Of 141 patients receiving Neo-Antergan, thirty-five (24.8 per cent) 
experienced side effects (Table VI), most of which were mild and dis- 
appeared as the treatment was continued without change of the dosage 
schedule. Diarrhea (in eleven cases) was more frequent than with Ben- 
adryl, Pyribenzamine or Antistine. In this group there were no unusual 
or severe side effects. 


é TABLE VI. NEO-ANTERGAN—SIDE REACTIONS 
Total Cases—141; Reactions—35 (24.8%) 


Reaction Occurrence 
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Antistine.—Antistine was administered to 111 patients. Ninety-seven 

of this group received 100 mg. (the therapeutically effective dose) every 
four hours whenever necessary to control symptoms, and side reactions 
were carefully recorded. Twenty-two (22.7 per cent) reported side effects. 
Table VII summarizes the results of treatment with Antistine and Table 
VIII the side reactions. 


TABLE VII. RESULTS OF TREATMENT WITH ANTISTINE 


7 Number No Percentage 
Allergic Condition of Cases Relief Relief Relieved 
Hay fever 80 ee 35 7 56.2 
Vasomotor rhinitis iy 9 8 52.9 
Bronchial asthma 6 Le 0 6 aff 0.0 
Chronic urticaria 5 1 80.0 

_ Acute urticaria 1 A 0 100.0 
Allergic eczema 2 1 i 50.0 

Totals 111 60 51 54.1 
TABLE VIII. ANTISTINE—SIDE REATIONS 7 
Total Cases—97; Reactions—22 (22.7%) 
Side Reaction Occurrence 
Vomiting .... 1 
Constriction of chest. 1 


In this series the usual side effects were encountered, as with Benadry! 

and Pyribenzamine, but were fewer and less severe. One patient complained 

of an unusual side effect—constriction of the chest lasting two hours. Be- 

cause of the possibility of coronary artery disease, she was referred to 

_ the hospital. However, her blood pressure remained normal, sedimentation 

rate was 12 mm. per hour, and the electrocardiographic tracing showed 

no evidence of coronary disease or myocardial damage. Two weeks later, 

administration of 100 mg. Antistine by mouth again produced constriction 
the chest. 

Histadyl_—Histadyl was administered to eighty-nine allergic patients in 

doses of 50 mg. one to three times daily. In patients not relieved, but with 

no severe toxic reactions, the dose was increased to 100 mg. Therapeutic 

_ results and side effects are shown in Tables IX and X. 


TABLE IX. RESULTS OF TREATMENT WITH HISTADYL 


i Number No Percentage 

Allergic Condition of Cases Relicf Relief Relieved 
Hay fever 47 36 11 76.6 
Vasomotor rhinitis 17 9 8 53.9 
Bronchial asthma 13 2 11 15.4 
Acute urticaria 5 4 1 80.0 
Chronic urticaria 3 2 7 1 66.6 
Allergic eczema 2 1 1 50.0 
Contact dermatitis 2 1 = 1 50.0 


w 


Totals 89 
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Of eighty-nine cases, eighteen (20 per cent) developed side effects but 
no unusual reactions were encountered in this group. Drowsiness and 
gastrointestinal symptoms were the most common side effects, but drowsi- 
ness was not severe enough to warrant discontinuance of the drug. 


TABLE X. HISTADYL—SIDE REACTIONS 
Total Cases—89; Reactions—18 (20%) 
Side Reaction Occurrexce 
“Fie Drowsiness 9 
Dizziness 
é 


Dryness of mouth 
Nausea, 
Abdominal cramps 
Weakness | 
Tachycardia 
Nervousness 


Neohetramine.—One hundred eleven patients received Neohetramine, 
generally in doses of 50 mg. one to four times a day. In some cases 100 
mg. three to four times daily was necessary to relieve the symptoms. In 
this group also the amount and frequency of the dose had to be adjusted, 
for many of the patients, to suit individual requirements. The results of 
treatment with Neohetramine are recorded in Table XI. 


TABLE XI. RESULTS OF TREATMENT WITH NEOHETRAMINE 


Number Percentage 
Allergic Condition of Cases i ief Relieved 
Hay fever (ragweed) 41 
Hay fever (timothy) rf 
Hay fever (trees) 
3ronchial asthma 
Vasomotor rhinitis 
Allergic eczema 
Chronic urticaria 
Pruritus 


| 


> 


___ Totals 


Of the 111 patients treated with Neohetramine, eight (7.2 per cent) 
noticed side effects, but no unusual or severe reactions (Table XII). Two 
patients discontinued use of the drug, one on account of nausea and the 
other because of an exacerbation of asthmatic symptoms. Seven of eight 
patients experienced one side reaction, and one patient, two. Mild drowsi- 
ness occurred in two and disappeared on further use of the drug. 

VY 
TABLE XII. NEOQHETRAMINE—SIDE REACTIONS 
Total Cases—111; Reactions 8 (7.2%) 

Side Reaction Occurrence 
Drowsiness 2 
Bitter taste 

Nausea 

Fatigue 

Headache 

Restlessness 

Marked nervousness 


DISCUSSION 
Antihistaminic drugs have an important place in the symptomatic treat- 
ment of allergic diseases. Valuable adjuncts to the management of aller- 
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gies, they are not, however, a substitute for careful determination of spe- 
cific etiologic factors, elimination of offending allergens where possible, 
or hyposensitization when necessary. Untoward reactions, not encountered 
in animal studies,***? have occurred in human beings, and reports of 
serious and unusual side effects are beginning to appear in the clinical 
B. A. Sachs! has classified the toxic reactions en- 
countered with Benadryl as neuropsychiatric, alimentary, cardiovascular, 
respiratory, genito-urinary, muscular and ocular, and it seems that the 
same classification can be applied to many of the other antihistaminic 
drugs. Severe untoward reactions are more common with higher doses. 

The present study deals only with the side effects observed at therapeu- 
tically effective doses. Indeed, the dose schedule was adjusted to give 
essentially equal therapeutic results with all drugs studied. In general, the 
side effects, regardless of severity, disappeared within one to twenty-four 
. hours after discontinuing the drugs. 

Side effects occurred most frequently with Benadryl, with drowsiness 
of most common occurrence—in 93 of 217 cases (42.9 per cent). Dry- 
ness of the mouth was observed in forty-four of the 217 cases (20.3 per 
cent). Tingling, heavy sensation or weakness of the hands was reported 
by thirty-two (14.8 per cent); headache in twenty-one (9.7 per cent) ; 
dizziness in fifteen (6.9 per cent) ; nervousness in eight (3.7 per cent) ; 
tinnitus in eight (3.7 per cent). Other less frequent reactions were vomit- 
ing and diarrhea. Common side reactions varied from one to as many as 
four in some patients and were most frequent in the group receiving Bena- 
dryl. Benadryl also produced several unusual and severe side effects. 

With Pyribenzamine drowsiness occurred in seventeen of 126 cases 
(13.5 per cent) and was not as marked as with Benadryl. Dizziness 

, occurred in eight (6.3 per cent) ; headache in eight (6.3 per cent) ; nausea 

in four (3.2 per cent) ; nervousness in four (3.2 per cent) ; weakness in 
three (2.4 per cent) ; and dryness of mouth in three (2.4 per cent). Only 
occasionally did patients complain of fatigue, tinnitus, vomiting, palpita- 
tion or irritability. The common side effects also varied from one to 
as many as four in some patients. 


With Neo-Antergan drowsiness occurred in thirteen cases (9.2 per 
cent) ; nausea in eleven (7.8 per cent) ; diarrhea in eleven (7.8 per cent) ; 
_and abdominal cramps in eight (5.7 per cent). Those are the most common 
side effects. Other reactions are noted in Table VI. 

With Antistine drowsiness was encountered in six cases (6.2 per cent) ; 
nausea in six (6.2 per cent) ; and many of the common side effects such 
_as headache, dizziness and many others occurred occasionally. As a rule, 
the side effects encountered with Antistine were less severe than those 
following Benadryl or Pyribenzamine. 

With Histadyl drowsiness occurred in nine cases (10.1 per cent) ; nausea 

in three (3.4 per cent); dizziness in two (2.2 per cent); dryness of 
mouth in two (2.2 per cent) ; and abdominal cramps in two (2.2 per cent). 
Other reactions are listed in Table X. 
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ae patients receiving Neohetramine side effects were much fewer and 
much less severe than in the groups receiving other antihistaminics. With 
Neohetramine drowsiness occurred in only two cases (1.8 per cent) ; dry- 
ness of the mouth in one (0.9 per cent) ; nausea in one (0.9 per cent) ; 
and the rarer side effects were as shown in Table XII. 


SUM MARY 
1. The comparative toxicities and the incidence of side effects of Bena- 
dryl, Pyribenzamine, Neo-Antergan, Antistine, Histadyl and Neohetra- 
mine were studied at dosages adjusted to give equal therapeutic results in 
781 allergic patients. 

2. Side effects occurred with all six drugs. Drowsiness, the commonest 
side effect, was most frequent and pronounced with Benadryl. In contrast 
it occurred rarely and was least pronounced with Neohetramine. The over- 
all incidences of side effects were as follows: 

Benadryl, 61.3 per cent in 217 cases 
Pyribenzamine, 35.7 per cent in 126 cases 
ee Neo-Antergan, 24.8 per cent in 141 cases 
Antistine, 22.7 per cent in 97 cases 
. Histadyl, 20 per cent in 89 cases 
Neohetramine, 7.2 per cent in 111 cases 

3. In this study of the comparative toxicity and side effects of the anti- 
histaminic drugs, Neohetramine was found to be the least toxic in thera- 
peutically effective doses. 
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AN EVALUATION OF NEO-ANTERGAN IN DERMATOLOGY 


NORMAN TOBIAS, M.D., and JOSEPH GRINDON, JR., M.D. 
St. Louis, Missouri 


:. OEW’ defines an antihistaminic drug as one which is capable of dimin- 
ishing or preventing several of the pharmacological effects of histamine and 
which does so by a mechanism other than a pharmacodynamic action dia- 
metrically opposed to that produced by histamine. Most investigators are 
agreed that these histamine antagonists (1) prevent histamine from in- 
creasing the permeability of capillary endothelium, thus diminishing its 
vasodilating action, (2) block action of the drug in the cell, (3) possibly 
prevent the release of histamine but have little effect on the gastrointestinal 
tract, blood pressure or heart in therapeutic doses. 

The histamine theory, although it does not explain the sole mechanism 
involved in the “allergic diseases,” is inferred from (1) certain similarities 
between anaphylaxis in animals and allergic reactions in man, and (2) the 
systemic effects of histamine injected artificially. Not all the symptoms in 
these dermatoses can be accounted for by the action of histamine, which 
thus explains the failure of the various antihistaminic drugs in many cases. 
According to Loew, failure to detect histamine blood levels does not negate 
the histamine theory because histamine leaves the blood stream rapidly, 
and extraction methods do not always detect physiologically active amounts. 

Antihistaminic drugs are being clinically investigated at present because 
immunization by histamine or histamine conjugates (hapamine) and the 
inactivation of histamine by enzymes (histaminase) have been generally 
failures from the clinical standpoint. 

The synthesis of Neo-Antergan* (pyranisamine maleate) was first re- 
ported in 1944 by Bovet and Walthert? in France under the label 2786 R.P. 
The physiological effects were described by Dews and Graham* in 1946 
in England, and by Last and Loew’ in this country. 

Our experience has been similar to that of Arbesman! in regard to the 
comparative studies with the various antihistaminic drugs available at the 
present writing. Benadryl appears to be the most potent, but the frequency 
of side reactions, especially sedation, reduces its value in ambulatory 
patients. Pyribenzamine was generally valuable in cases where allergic 
symptoms were severe. But there are numerous cases where there is a 
definite place for a “less potent” antihistaminic, and Neo-Antergan seems to 
fill that void when other drugs have failed. As regards toxicity, there is 
no agreement at present among clinicians as to which drug is the least toxic 
but most effective agent. 

Failures of antihistaminic drugs may be due to errors in diagnosis, 
underdosage, absence of liberated histamine in the tissues, or presence of 


From the Department of Dermatology and Syphilology, St. Louis University School of 
Medicine, and St. Mary’s Group of Hospitals, Dr. G. V. Stryker, Director. 


*Neo-Antergan was furnished through the courtesy of Merck & Co., Inc. 
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other causes for the increased vascular permeability. As Lowell® states, 
there are so-called allergic diseases in which no antibodies can be 'demon- 
strated in the circulating blood or by skin testing, but which are wholly or 
in part caused by psychosomatic mechanisms, endocrine imbalance or 
nonspecific agents. The delayed effects of the antihistaminic drugs are not 
known at this time. The possibility of interference with the natural forma- 
tion of autoantibodies in the blood and tissues remains to be seen. So far, 
there is no evidence that Neo-Antergan affects the antigen-antibody re- 


DOSAGE 

The dosage schedule was adjusted to the individual case. The initial 
dose varied from 25 to 50 mg. three times a day. Some patients with atopic 
eczema were given as high as 400 mg, daily, in divided doses, for four 
weeks. In acute urticaria most patients received 50 mg. every four hours. 
Children were given one-half the adult dose, although some tolerated doses. 
of 150 mg. fairly well. In patients with intermittent symptoms, the maxi- 
mum tolerated dose was taken as required. The impression was gained 
that patients with true allergic dermatoses could tolerate larger doses than 
the nonallergic group. Where itching occurred chiefly at night, the usual 
dosage was 100 mg. at bedtime. The longest period in which a patient was 
under treatment was ninety days. In those cases where there was no 
benefit after three weeks, or when persistent toxic side reactions appeared, 
the drug was discontinued and other medication prescribed. 


CLINICAL STUDIES 

‘i. Neo-Antergan was used in this study on 211 patients with various so- 
called “allergic” and nonallergic dermatoses, in order to evaluate the drug. 
The treatment period varied from three to ninety days. Feinberg’s* cri- 
teria for the evaluation of antihistaminic drugs was used throughout this 
study, including placebo medication, discontinuance of medication to ob- 
serve recurrence of symptoms, and objective improvement paralleling 
subjective improvement. 

Clinical evaluation of an antihistaminic drug is difficult because the 
clinical picture may be affected by various known and unknown factors, 
including (1) change of physicians, (2) personality of physician, (3) 
psychosomatic influences, (4) seasonal influence, (5) effect of concomitant 
local and general therapy, (6) possibility of spontaneous cure or desensi- 
tization or remission and (7) faulty conclusions on part of patient. It 
is not possible to avoid these conditions in all cases, but by following Fein- 
berg’s criteria, the value of a study of this nature is increased. 


In no case was there evidence of sensitization to the drug itself. 


Acute Urticaria.—In sixteen cases, the results were as follows: cured 
seven, temporary improvement while taking the drug in seven and no 
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results in two. In one case of unknown etiology, a fifty mg. tablet was 
given every hour for eight hours without any effect on the wheals or 
angioneurotic edema. 


Chronic Urticaria.—Hunter’s’ results with the drug in chronic urti- 
caria were as follows: 10 per cent recurrences, 75 per cent cured and 6 
per cent failures. In our series of five cases, apparent cures were obtained 
in four cases, with failure in one. 


Papular Urticaria (prurigo simplex ).—I\n six cases in children in which 
Neo-Antergan was used, relief from the pruritus was obtained in four, 
but there was no change in the eruption. This condition has never been 
proven to be an allergic dermatosis. 


Penicillin Scnsitivity—In seven cases of penicillin sensitivity, we did 
not see any immediate results from the drug except moderate relief from 
the pruritus. 


Exfoliative Dermatitis (secondary type).—Two cases of exfoliative der- 
matitis developed in patients past sixty following treatment for seborrheic 
dermatitis. In neither of the cases was the pruritus diminished or the erup- 
tion improved by treatment with the drug. 


Pruritus Ani—In this group were eleven cases, all of the primary 
psychosomatic type. In none of the cases was Neo-Antergan effective in 
controlling the itching. The patients had to resort to local anesthetic oint- 
ments (e.g., intracaine) to control the pruritus, 


Atopic Eczema.—Control of the pruritus in this condition is “half the 
cure” since injury to the skin by scratching often generalizes the disorder. 
Although this clinical entity is called “allergic eczema,” there is no proof at 
present that histamine is etiologic in some or any of the cases. There were 
twenty-five cases in this series, ten in children. The best results were in 
children, five with marked improvement, and moderate improvement in 
four. In five cases in which there was a generalized eruption, Neo-Antergan 
therapy was used for three months and the condition cleared, except for a 
residual eczema of the antecubital areas. The eczema was controlled in 
these cases by taking the drug when necessary to relieve the pruritus. There 
was no appreciable improvement in adults with this condition since there 
was a definite psychosomatic influence in most cases. Pruritus was not 
4 diminished until the drug was taken for at least one month. In all cases. 
the maximum dosage was given at night when pruritus is usually more 
marked. Results were negligible in two cases of asthma-eczema complex. 


Disseminated Neurodermatitis—We use this term for acute or sub- 
acute pruritic erythemas of the face, eyelids and neck and occasionally the 
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TABLE I. CLINICAL E FFECTS OF NEO-A AN TE RGAN 


Complete Moderate Slight, No 
Diagnosis No. of Cases Relief % Relief % Relief % Relief % 
Acute Urticaria & 24 26 15 35 
Chronic Urticaria - 16 35 48 11 
Atopic Eczema 23 0 65 25 10 
Diss. Neurodermatitis 38 17 40 Ps: 22 
Contact Dermatitis 37 16 39 26 19 
Pruritus Ani Al 0 21 65 14 
Senile Eczema iis. ~ 0 25 43 32 
Neurogenic Pompholyx 22 12 47 23 18 
Dermatophy tosis 
with “id” lesions 0 56 10 


These are all psychomatic in origin and only affect — 
In thirty- 


antecubital spaces. 
adults, especially women thirty to fifty. eight cases in which the 


drug was prescribed for three-week periods, there was no appreciable 


¥ 


change in the pruritus or clinical picture. In twenty-two cases in this group, 
none were improved by Neo-Antergan; sixteen reported slight relief from 
the Mild sedation, 


calcium and local soothing lotions were most effective. 


intolerate itching. simple psychotherapy, intravenous 


—We used the drug in a 
group of thirty-two cases, not only for its antipruritic action, but to observe 
the drug did 
It is possible that the drug 


Contact Dermatitis (subacute and chronic ).- 


if any, to prevent autosensitization. In six cases, 
not prevent generalized spread of the eruption. 
was not used in large enough doses in these cases for the full antihistaminic 


effect to be evident. The pruritus of poison ivy dermatitis was satisfactorily 


its ability, 


controlled in nine cases, although local therapy was also used. 


Nummular Eczema.—In four cases in which the drug was used, there 


was no change in the lesions or pruritus. This was expected since the 


cause of this dermatosis is undetermined, 


Post-Scabetic Dermatitis —In twelve cases in which contact dermatitis 


and reinfection were ruled out, good results were obtained for all. 


Dermatitis Her petiformis.—In two cases where the drug was used for 
three weeks, there was no effect on the eruption or pruritus until sulfapy- 
ridine was substituted, It is apparent that antihistaminics are not indicated 
in this disease. 


Erythema Multiforme.—I|n four cases of the recurrent idiopathic type, 
no subjective or objective improvement occurred after three weeks. In | 
one case, an attack was not aborted although the patient had been ning the 
drug for four weeks. , 


SIDE REACTIONS 

Toxic reactions were mild, transient in most cases and unpredictable. 
The percentage of side reactions (19 per cent with Neo-Antergan) was ex-_ 
Moderately 
toxic symptoms occurred in ten patients, mild side reactions in thirty-two. 


tremely low even when a total of 400 mg. was given daily. 
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The most frequent complaint was nausea. In thirteen per cent of the cases, 
the patients could not tolerate Pyribenzamine cither and complained of 
insomnia, a “jumpy feeling” in the legs, numbness and vomiting, with both 
drugs. Symptoms complained of, in order of frequency, were as follows : 


Number 
Nausea 
Jizziness 
Paresthesias 
Nervousness 


CONCLUSIONS 

1? Neo-Antergan is useful in certain types of ‘allergic’ dermatoses. 

2. Its toxicity is relatively low. Its depressant action is much less than 
Benadryl. 

3. A marked difference in response to the drug is apparent in different 
cases of the same disease. 

4. There was no accumulative action, no evidence of habit formation 
and no effect on the blood pressure, heart or hemogram in thirty cases in- 
vestigated. 

5. Elimination of the causative agent, desensitization where possible, 
attention to psychosomatic factors and proper local therapy are considered 
more important than antihistaminic drugs in their present state of develop- 
ment. 

6. Failures were believed to be caused by inadequate dosage, improper 
timing of dosage or absence of liberated histamine in the tissues. 

7. Diagnostic tests with antihistaminic drugs are not reliable since many 
conditions which are definitely nonallergic may clear up as a result of other 
factors. 

8. The indiscriminate use of antihistaminic drugs as a substitute for a 
careful history, physical examination and prolonged period of observation 
is to be condemned. 

9. If the physician will learn not to expect too much from an antihis- 
taminic drug, Neo-Antergan should be useful in the “allergic dermatoses” 

supplementary therapy. 
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SUBCUTANEOUS EMPHYSEMA COMPLICATING CHRONIC 


Report of Two Cases 


- we SAUL W. CHESTER, M.D., F.A.C.A. 


Paterson, New Jersey 


JUS emphysema complicating bronchial asthma is com-— 
paratively rare. In 1945, Schwartz’ reviewed twenty-six cases reported — 
in the literature. In all of the reported cases the patients recovered on 
conservative treatment, with the exception of one, in whom multiple neck — 
incisions were performed to permit the air to escape. They were all char-_ 
acterized by cyanosis, dyspnea, subcutaneous swelling of the neck and_ 


} ' adjacent parts of the body. Two cases herein reported are similar and the , 
. patients made uneventful recoveries. In the second case, however, there — 
‘ Was a very extensive involvement of the face, neck, thorax (anterior and — 
posterior), the abdomen, the upper part of the back and the right in-— 
} — guinal region (patient complained of pain a few hours before it appeared). | 
: Extreme pulmonary distention is common during attacks of asthma. 
4 There may be a marked narrowing of the lumina of the smaller bronchi. — 
The obstruction is caused by a spasm of the bronchial muscles and in part 
by a swelling of the mucous membrane with an accumulation of exudate — 
in the lumen of the bronchi. During inspiration the pressure in the thoracic — 
cavity lessens, thus widening the alveoli and bronchioles and permitting air | 
to enter the narrowed passages. With expiration, however, the pressure — 
in the thoracic cavity rises; this tends to lessen the diameter of the bron- | 
chioles, and since they are already constricted, collapse ensues. The rup- 
ture takes place in the apices and along the mediastinal margins where 
there is no bony support. Air migrates through the tissues into the medi- 
astinum and neck and may extend to the thorax. 


Case 1.*—1l. M., a girl, aged fifteen years, was admitted to St. Joseph’s Hospits a 
on November 15, 1947, with the chief complaint of swelling of the neck. 

Past History: At the age of five months, the patient was admitted to St. Joseph’s 
Hospital with lobar pneumonia. She made an uneventful recovery. Three months 
later (eight months of age), she commenced her asthma attacks. At the age of 
three she was readmitted to the hospital (December 12, 1935) with a diagnosis of 
asthma. She was discharged on January 5, 1936. During her residency in the hos- | 
pital, the laboratory examinations revealed the urine to be negative. Blood findings 
revealed: leukocytes, 8,200; small lymphocytes, 22 per cent; large lymphocytes, 38 
per cent; large mononuclear cells, 4 per cent; polymorphonuclear leukocytes, 35 per 
cent, and eosinophils, 1 per cent. Treatment consisted of an elimination diet and 
supportive symptomatic measures. The next admission was on November 17, 1937, 
when, following a cold, she developed asthma. Laboratory examinations showed: 
hemoglobin, 70 per cent; erythrocytes, 4,260,000; leukocytes, 13,000; small lympho- | 
cytes, 8 per cent; large lymphocytes, 17 per cent; large mononuclear cells, 1 per 
cent; polymorphonuclear leukocytes, 74 per cent; urine—albumin, 1-plus; sugar, — 


: *From the medical service of James E. Phelps, M.D., attending physician in medicine at _ = 
St. Joseph’s Hospital, Paterson, New Jersey. 
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3-plus, and few pus cells. Repeated urinalysis showed completely negative results. 
The vaginal smear was negative for pathogenic organisms. She was discharged as 
improved on November 21, 1937. She came under our observation during the attack 
of subcutaneous emphysema on November 16, 1947. After her release from the 
hospital, skin tests were performed and positive reactions noted to many inhalants, 
ragweed pollens and a few foods. She was placed on an elimination diet, and in- 
jection —therapy to ragweed pollens and mixed inhalants was begun. She recovered 
from the asthma and has attended school regularly since then. 

Present History: An attack of asthma began on November 14, 1947, and the 
next morning at 3:00 a.m. she was suddenly awakened by pain on the right side 
of the neck; a few hours later, it extended to both sides of the neck and the 
laryngeal region. She also had coughing, accompanied by pain in the area of the 
right suprasternal notch. Examination revealed a swelling of the neck, more on the 
right side, with crepitation in both supraclavicular areas. A few wheezes were 
present throughout the anterior and posterior regions of the chest. An x-ray 
examination on November 17, 1947, was negative in both the pulmonic field and the 
central heart shadow. Laboratory examinations revealed the Kahn reactions to be 
negative; urine, negative; hemoglobin, 14.5 gm. or 85 per cent; erythrocytes, 4.350,- 
000; leukocytes, 9,700; small lymphocytes, 16 per cent; monocytes, 7 per cent: 
large mononuclear cells, 2 per cent; neutrophils, 73 per cent, and non-segmented 
cells, 2 per cent. 


Case 2—The second case was that of an extensive subcutaneous emphysema in a 
twenty-two-year-old man. 

Past History: Asthma began at the age of eight years following an attack of 
scarlet fever, and it became worse at the age of thirteen, especially in the sumimer- 
time. In March, 1941, he was found sensitive to pollens, inhalants and some foods. 

Present History: Severe asthma followed an upper respiratory infection which 
began on December 18, 1948. He had not responded to the usual methods of treat- 
ment. 

Diagnosis and Therapy: Bronchial asthma, vasomotor rhinitis and pollen asthma. 
He was placed on an anti-asthmatic diet, with environmental restrictions, and was 
instructed as to the use of allergen-proof material over the bedding. Injections 
with pollens, dust and the special inhalants were given regularly. He was observed 
uninterruptedly until 1944 when he discontinued treatment. He continued to remain 
free of asthma, although occasionally (four to six times a year) he had some wheez- 
ing which was relieved by 0.3 to 0.5 c.c. of suprarenalin in gelatin subcutaneously. 

Although aminophylline, grains 734, was given intraveonusly, the cough persisted ; 
he was dyspneic, and marked wheezing was evident over the anterior and posterior 
aspects of his chest. Three hours later, 2 grams of sodium iodide were administered 
intravenously, and 1 c.c. of suprarenalin in gelatin was injected subcutaneously since 
he had been previously helped by this procedure. Relief was obtained but it was of 
short duration. Three hours later, 50 c.c. of 50 per cent glucose were given in- 
travenously and 0.5 cc. of suprarenalin in gelation was injected subcutaneously. 
Three hours later, aminophylline, 734 grains, was added intravenously and 0.5 c.c. 
suprarenalin in gelatin subcutaneously. He expectorated a very thick and tenacious, 
occasionally blood-streaked, sputum throughout most of the night. The next day, 
the asthma was somewhat relieved; there was less dyspnea with some expectoration. 
After 50 c.c. of 50 per cent glucose, intravenously, and 0.5 ¢.c. of suprarenalin in 
gelatin, subcutaneously, were given, he had a fair day, but coughed almost con- 
tinuously. The following day he complained of tightness of his throat, and swelling 
of tle neck and face. There was crepitation on digital pressure over the neck, lower 
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A Case Report 


SAMUEL R. ZOSS, M.D., F.A.C.A. 
Youngstown, Ohio 


I» THE PAST few years, allergists have become more conscious of the | 


part played by the psyche in the production and aggravation of the symp- 
toms of asthma. Psychotherapy has produced spectacular results in many 
stubborn cases of bronchial asthma which have resisted all types of immuni- 


zation procedures. The following case report shows how well anxiety may 
affect the course of asthma. The treatment of this patient combined a 
drastic surgical procedure with a psychosomatic approach. 
CASE REPORT 
: R.E., a nineteen-year-old white man, was first seen with a history of three yéars 
,! } of repeated asthmatic attacks. In January, 1945, after two months in the Navy, he 
was discharged because of a right-sided hernia and bronchial asthma. The bronchial 
asthma became worse following his discharge, and he was placed in a Naval hos- 
pital in California for twenty-three days. During his stay there, a Navy surgeon | 
told him that he had only two years to live. From that time on, he was constantly | 
in fear of his life. He was hospitalized three times before we saw him on April 
21, 1947. 

His past history was negative except for a right herniorrhaphy done in 1947 and — 
an appendectomy in 1932. His family history showed asthma in a paternal great-— 
grandfather. 

Physical examination was essentially negative except for a pale, boggy, nasal 


wee 


= 


mucous membrane, and a few rales throughout the lung fields. 

Laboratory and x-ray procedures were negative. Skin tests showed marked intra-_ 
dermal reactions to house dust, feathers, and Alternaria. 

Treatment was instituted with immunization and precautions to house dust and 
Alternaria. This regime brought fairly good results. The patient, for the first time, 
seemed to think that he was being helped. His confidence increased greatly as the 
months went by. His first hospitalization under our care was brought about when 
he found out that I was to be away for three days. When | returned from my trip, 
I was greeted with a peculiar picture of a steam-engine puffing type of respiration, 
which was not relieved by epinephrine (1:1000). Heavy sedation finally brought him 


back to normal. 

Five months later he developed influenza associated with an increase of the bron-_ 
chial asthma. The infection finally cleared with antibiotic treatment, but his “ine. 
gradually became worse. He was hospitalized for the second time. On his second 
day of hospitalization, his condition hecame critical. Every known anti-asthmatic — 
procedure was attempted, including intravenous 5 per cent ethyl alcohol, intravenous — 
glucose and aminophylline, helium, oxygen, ether-in-oil by rectum, and sedation. | 
Within an hour three bronchoscopists refused to bronchoscope my patient because — 
of his severe asthmatic state. Large doses of intramuscular sodium phenobarbital 
gave him momentary rest, but he soon became cyanotic and his pulse became too — 
fast to be counted. Death seemed only a few minutes away. An otolaryngologist — 
was called, and he immediately performed a tracheotomy at my insistence. The 
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patient quieted down after mucus was aspirated from his trachea. His course 


the hospital was uneventful from that day. 
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My surgical colleague and I agreed that this patient should have psychotherapy 
Since it became evident from conversation with the patient that he had a serious 
_ anxiety neurosis, manifesting itself by a marked fear of death. 

_ The patient refused psychoanalysis, but in discussing his condition with him in 
three visits of a half hour each, I found that the Navy surgeon had produced this 
fear of death with the words “you only have two years to live.’ When I reminded 
him that we always have tracheotomy available for him to breathe, if necessary, he 
seemed to lose most of his fear. Then after I mentioned that he had outlived the 
two-year prediction, I knew that his fear would vanish. His asthma has never 
recurred since this last attack in November, 1947. 


DISCUSSION 

In commenting about this case, I wish to state that extreme circum- 
stances of this sort would not have occurred in a normally adjusted person. 
Such a person would not have been satisfied with this two-year ultimatum 
and would have sought more expert advice. This young: man was not 
normally adjusted, as | found out from questioning his parents and friends. 
As a boy, he had no playmates, read books continually, and was a steady 
companion of his grandmother. In adolescence, he was rather chubby and 
would not participate in games or sports. He shunned the opposite sex. 
When his asthma began, he became more conscious of being different 
from other boys, and this added to his maladjustment. In order to prove 
his masculinity, he joined the Navy in December, 1945, but his discharge. 
two months later, left him with a severe depression. The final blow, which 


= 
produced the anxiety neurosis, was struck by the Navy surgeon. Today, 
he has not only lost his asthma, but he is adjusting himself well to his 


environment. How long this will last no one knows, since these mal \djusted 
| individuals tend to revert to their former state under an adverse turn of 
circumstances. 


SUMMARY 


1. .\ case report has been presented in which anxiety was a major 


7 _ factor in the causation of asthma. 
? 


; 2. Tracheotomy was used as a life-saving measure in this case, in which 
5 _ the condition was chiefly precipitated by anxiety. 
9? 


3. It is suggested that psychosomatic concepts be considered in all 
; cases of asthma, so that these patients may be treated more effectively. 


Home Savings and Loan Building 
7 SCHOLARSHIP AWARDS 
The American College of Allergists wishes to acknowledge its thanks to the fol- 
: lowing firms for making it possible to give eight scholarships at the postgraduate 


instructional course in allergy given under the auspices of Baylor University College 
of Medicine, Houston, Texas, October 31 through November 5, 1949. The firms 
_ are: Allergen-Proof Encasings, Inc., The DeVilbiss Company, Hoffmann-La Roche, 
—Inc., Hollister-Stier Laboratories, Luzier’s Inc., Marcelle Cosmetics, Inc., Nepera 
Chemical Co., Inc., Rexair Division, Martin-Parry Corporation, and Schering 
Corporation. 
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POLLEN ALLERGY IN THE CITY OF SAO PAULO, BRAZIL 


ERNESTO MENDES, M.D., F.A.C.A. 
+ if Sao Paulo, Brazil 


S ao Paulo is the second city of Brazil, the third largest of all South 
America, with a population of 1,400,000 inhabitants. A large part of the 
population are Italian, Portuguese, Arabian, Japanese, Spanish, and Ger- 
man, or descendants of these people. Therefore, those who previously 
lived elsewhere had the opportunity of acquiring sensitivity to pollens in 
their respective countries. 

The first contribution to the study of pollen allergy in the city of Sao 
Paulo was presented by the author.’ This consisted of a study and classi- 
fication of the plants which are capable of causing pollen allergy, includ- 
ing their time of pollination. This was followed by a preliminary report* 
which showed the incidence of air-borne pollen, correlated with the meteo- 
rologic conditions and the number of postive skin reactions to pollens in 
Brazilian people. These results were confirmed by Oliveira Lima et al,' 
with the exception that they did not note the pollen of the eucalyptus. Later 
the author studied the causes of the rarity of pollen allergy in Brazil. 

As a result of these observations the following conclusions in allergy in 
Brazil, particularly in the city of Sao Paulo, were reached: 

1. Pollen allergy is rarely observed in Brazil, particularly in the city of 
sao Paulo. 

2. The Brazilian people are not constitutionally refractory to pollen 


allergy. 


3. Brazilian people are able to acquire pollen allergy when they locate 
in countries where pollenosis is found. 

4. The family history of allergic patients born in Brazil with foreign 
ancestors may show cases of pollen allergy in parents, grandparents or 
uncles and aunts. 

5. The rarity of pollen allergy depends mainly on the environmental 
factors. 

6. Patients suffering with pollenosis from other countries were re- 
lieved of symptoms while living in Brazil. 

7. The same race that usually develops pollen allergy in the United 
States does not develop the disease in Brazil (Japanese, et cetera). 

8. The following plants, the pollen of which is capable of causing pollen- 
osis in other countries, were noted in Brazil: Cynodon dactylon, Pao annua, 
Chenopodium ambrosioides, Polygonum acre, Rumex crispus and the 
genus Ambrosia (Ambrosia polystachya). 

9, Those who suffered hay fever in other countries gave positive skin 
reactions to extracts of the same pollens noted in Brazil (see below). 

10. Hay fever patients, sensitized to European grass pollen, showed 
positive skin reactions with extracts from Brazilian grass (Cynodon dac- 
tylon and Melinis minutiflora). The same is observed with allergic pa- 
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tients sensitized to North American ragweed (A. artemisiaefolia and A. 
elatior). They react in the same way to native Brazilian ragweed (Am- 
brosia polystachya). 

11. The air-borne pollens of major clinical significance in Brazil are: 
Chenopodium ambrosioides, Amaranthus spinosus, Cynodon dactylon, and 
Poa annua, The genus Ambrosia is represented in Brazil by the species 
A. polystachya. 

12. The air-borne pollens with minor hay-fever-producing substance 
are: Xanthium sponsum, Rumex crispus, Morus alba, Morus migra and 
the genus Platanus. Eucalyptus is also included; it is insect borne. 

13. The air-borne pollens of unknown or questionable cause of hay 
fever, occurring in great quantity are: Melinis minutiflora (forage grass), 
and Parthenium hysterophorus. The latter was found only in the city of 
Sado Paulo. 

14. Plants of the genera Ambrosia, Amaranthus, and Chenopodium and 
the grasses Cynodon dactylon and Poa annua are not found in great 
quantity. 

15. The maximum pollen count in the city of Sao Paulo per 2 sq. cm. 
was as follows: Parthenium hysterophorus, 42; Melinis minutiflora, 40; 
* Cynodon dactylon, 15; and Amaranthus sp., 15. 

16. The low incidence of pollen allergy in Brazil is obviously the result 
of the scarcity of hay-fever-producing pollens. 

17. Pollen of Eucalyptus sp. is only found in large quantities (maximum 
100 per 2 sq. cm.) near great plantations and does not have a potent ex- 
citing substance causing allergy. 

18. There are only three plants /Eucalypius sp., Parthenium hyster- 

- ophorus and Melinis minutiflora) whose pollen concentration is capable of 
producing hay fever in the city of Sao Paulo, 

19. The pollen of Parthenium hysterophorus and Melinis minutiflora 

: are probably without potent hay fever substance. The concentration of 


- the latter is fairly constant at certain times in May and June. 
20. The pollen of A/elinis multiflora was in sufficient concentration to 
produce hay fever in a patient previously sensitive to the grass pollen of a 


foreign country. 

21. The time of pollination of most Brazilian plants of allergic signifi- 
cance is during the rainy season, September to March. The incidence during 
' this period is not great. 
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UNUSUALLY GOOD RESULTS IN POLLINOSIS WITH COMBINED 
ANTIGEN-ANTIHISTAMINE THERAPY, SHORTENING 
THE TREATMENT OF HAY FEVER 


Study I 


, A. L. MAIETTA, M.D., F.A.C.A. 
: Boston, Massachusetts 


‘e Tue INTRODUCTION of antihistaminic drugs has given a new im- 
 -petus to the treatment of allergic diseases. In the past, these drugs 
primarily have been employed for symptomatic relief, and numerous re- 
ports have appeared in the literature attesting their palliative effectiveness. 

The possibility that antihistaminic preparations can assume a major role 
in hyposensitization therapy has received scant attention. Arbesman and 
his associates! studied eight patients in whom repeated constitutional re- 
actions, incurred in the course of routine hyposensitization therapy, were 
prevented by a preliminary dose of 100 mg. of Pyribenzamine. They also 
observed one patient who could tolerate, without reaction, 50 per cent more 
allergen than formerly when a preliminary dose of Pyribenzamine was 
given. Fuchs et al? reported that 50 mg. of Pyribenzamine, administered 
prior to the injection of pollen antigen, made possible greater dosage in- 
creases of pollen extract in twenty-six cases, and that their patients were 
able to reach a maximum dosage almost twice the amount they usually 
tolerated when taking the pollen extract alone. Green* found effective, in 
permitting the administration of larger amounts of antigen, 25 mg. of Py- 
ribenzamine, administered prior to pollen therapy in hypersensitive pa- 
tients, and observed no constitutional reactions when the effect of the anti- 
histaminic agent had been dissipated. 

The purpose of this paper is to present a new concept in pollen therapy. 
It essentially embodies the administration of large, rapidly increasing hypo- 
sensitization doses of pollen antigen, made possible by a twenty-four-hour 
simultaneous administration orally of a suitable antihistaminic preparation 
with each injection. The integration of these two therapeutic measures 
decidedly shortens the length of treatment in pollen allergy, decreases the 
number of injections, safely allows the administration of larger individual 
doses and more adequate total amounts of pollen antigen, and produces 
more uniformly satisfactory results. 
RATIONALE OF COMBINED HYPOSENSITIZATION-ANTIHISTAMINIC THERAPY 

Massive doses of pollen antigen, such as are about to be described, ordi- 
narily would likely precipitate a severe constitutional reaction. However, a 
patient, protected with an antihistaminic agent, can tolerate repeatedly 
large, progressively increasing, provocative or shock doses of pollen anti- 
gen. From clinical results obtained in our study of a limited number of 


Junior Visiting Physician and Chief of the Allergy Clinic, Carney Hospital, Boston, Massa- 
chusetts, and Physician to the Winchester Hospital, Winchester, Massachusetts. Presented at 
the Fifth Annual Meeting of the American College of Allergists, April 14-17, 1949, Chicago, 
Illinois. 
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private patients, it appears that antihistaminic preparations “inactivate : 

or neutralize’ some ‘“general-reaction-producing-substance,” probably 

closely allied to histamine or H-substance, released locally by the excessive | 

dose of antigen, which. without effective antihistaminic protection, would - : 

2 seriously shock the patient. Antihistaminic medication, administered in 

> adequate amounts, exerts a prophylactic influence against the anticipated 

u constitutional reaction of a deliberate overdose of pollen antigen. It further 

appears that the “inactivation or neutralization” of this “general-reaction- 

: producing substance” by antihistaminic agents does not inhibit the for- 7 

mation of protective or blocking antibodies. 


POLLEN DOSAGE SCHEDULE 


Preseasonal and coseasonal pollen dosage schedules, which were both 
a practical and rapid, were formulated. A maintenance schedule, designed to 


preclude subsequent preseasonal or coseasonal therapy, was also devised for 


--perennial treatment. The doses were further arranged according to weight 


-for patients 100 pounds and over and for those under 100 pounds. The 


; dose of the pollen extract, with its anticipated local release of a “general- : 


— reaction-producing substance.” was governed not by the degree of response 


ing or protective’ agent) which, in turn, depended upon the patient’s . 


4 of the patient but by the amount of antihistaminic medication (‘‘inactivat- 


weight. 
i. The pollen unit dose employed in developing the schedule was the Coca- 
Noon Pollen Unit (0.00001 mg. of total nitrogen). In treating our pa- 
tients, the allergenic extracts* of mixed grasses (20,000 pollen units per 


c.c., composed of equal parts of the pollens of June grass, orchard grass, 


- sweet vernal grass, redtop, and timothy) and ragweed combined (20,000 
pollen units per c.c., composed of equal parts of the pollens of common 


and giant ragweeds) were employed. Fresh extract was obtained every 
- two to four weeks and was administered well in advance of the expiration ‘ 
date. 
_= The pollen dosage schedule has been formulated for Boston, Massa- 
- chusetts, and surrounding communities where the grass season of the 
; most common and principal offenders (June grass, orchard grass, sweet 


—_- vernal grass, redtop, and timothy) approximately extends from May 15 
~ to July 15 and the ragweed season from about August 15 to September 20 ; 
or October 1. However, during the 1948 season in the Boston area, the ( 
(> grass season extended into September and ragweed pollen was still in 


7 the air up to November 15. The pollen dosage schedule, with slight varia- 
. . . . 
tions in timing, can easily be employed in other sections of the country. 


Prescasonal Schedule—The preseasonal schedule (Table 1) consists of 
eight rapidly increasing doses of pollen antigen which are arranged accord- i 
ing to the weight of the patient. Those 100 pounds or over received a 


*Prepared by the Lederle Laboratories, Pearl River, N. Y. 


ANNALS OF ALLERGY 


> 
{ 
= 


GOOD RESULTS IN POLLINOSIS—MAIETTA 


TABLE I. POLLEN DOSAGE SCHEDULE 


Preseasonal Coseasonal Perennial 
| H | | 
Patients Patients Patients Patients Patients Patients 
100 pounds | under 100 pounds under 100 pounds under 
and over | 100 pounds and over 100 pounds and over 100 pounds 
250 PU | 125 PU 125 PL 65 PL 
500 PU} 250 PU 250 PU 125: 
1,250 PU | 625 PU 625 PU 310 PU 20,000 PU 10,000 PU 
3,000 PU 1,500 PU 1,500 PU 750 PU bimonthly bimonthly. 
6,000 PU 3,000 PU 3,000 PL 1,500 PU 6 injections 6 injections 
10,000 PU 5,000 PU 5,000 PU 2,500 PU per year. per vear. 
15,000 PU 7,500 PU 7,500 PU 3,400 PU | 
20,000 PU | 10,000 PU 10,000 PU 5,000 PU | 
56,000 PU | 28,000 PU 28,000 PU 14,000 PU | 120,000 PU | 60,000 PU 


| 


preseasonal total of 56,000 Coca-Noon Pollen Units (250, 500, 1,250, 
3,000, 6,000, 10,000, 15,000, and 20,000) ; while patients under 100 pounds 
were given a preseasonal total of 28,000 units (125, 250, 625, 1,500, 3,000, 
5,000, 7,500, and 10,000). 

Preseasonal treatment was instituted at any time. Hyposensitization in- 
jections were given monthly, biweekly, weekly, or semiweekly. For each 
patient, the schedule of injections was predetermined, in order that the 
cighth dose would be administered just prior to the inception of the pollen 
season. There were thirty-seven patients on preseasonal ragweed therapy ; 
fourteen received injections monthly, five biweekly, seventeen weekly, and 
one semiweekly. Six of these thirty-seven patients were simultaneously 
receiving coseasonal grass treatments also. 


Coseasonal Schedule.—The coseasonal schedule (Table 1) consists of 
eight progressively increasing doses of pollen antigen. Injections were ad- | 
ministered weekly. Patients 100 pounds and over received a total of 28,000 
Coca-Noon Pollen Units in divided doses (125, 250, 625, 1,500, 3,000, 
5,000, 7,500, and 10,000 units) ; those under 100 pounds were given a total 
of 14,000 units (65, 125, 310, 750, 1,500, 2,500, 3,750, and 5,000). 
lourteen patients received coseasonal therapy; four ragweed and ten 
grass. Six of the latter simultaneously received preseasonal ragweed in- 
jections also. 

If the pollen season is longer than eight weeks, the eighth dose can be 
repeated weekly until the season ends. With a shorter season, as many | 
coseasonal weekly injections as possible should be administered, the balance 
of the schedule then can be completed postseasonally and merged into the 
maintenance phase of specific pollen therapy. 

When preseasonal therapy was instituted late, the preseasonal schedule 
of doses was administered until the specific season began, at which time 
the pollen unit dose was switched to a corresponding level in the coseasonal 
schedule. Injections were administered weekly until the top coseasonal 


dose was attained. The latter was continued weekly until the season ended. 
| 
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Perennial Schedule—The perennial schedule (Table I) extends from 
the end of one season to the beginning of the next and is continued for 
several years. It consists of the administration of top pollen doses at bi- 
monthly intervals beginning with the month immediately following the 


TABLE II. DISTRIBUTION OF ANTIHISTAMINIC DRUGS 

IN FORTY-FIVE CASES OF POLLEN SENSITIVITY 7 


Antihistaminic No. of Combined 
Pollen Cases Grass Ragweed Grass and 
Ragweed 
Pyribenzamine | 
Hydrochloride | 5 1 3 1 
Benadry] 
Hydrochloride | 5 4 1 
Histady] 
Hydrochloride 5 2 3 
Thephorin 14 1 12 1 
Neo-Antergan 
Maleate | 6 4 2 7 
Tagathen | 3 3 | 
Decapryn Succinate 3 3 
Hydryllin 1 1 
Thenylene 
Hydrochloride 1 1 
7 Neohetramine | 2 2 
| 
Total 45 4 35 6 


season. The last (sixth) perennial dose should be given just before the 
next season begins. Thus, with six bimonthly injections given yearly, the 
need of subsequent preseasonal or coseasonal ‘therapy is obviated. 

The maintenance dose for patients 100 pounds and over is 20,000 Coca- 
Noon Pollen Units. This dose is injected bimonthly—a total administration 
of 120,000 units per year. The maintenance dose for those under 100 
pounds is 10,000 pollen units given bimonthly—a yearly total of 60,000 
units. Each year, the first and sixth doses should be respectively injected 
immediately after one season and before the next. 

In all coseasonal patients, the coseasonal top dose was merged into the 
perennial schedule by one intermediate monthly injection. According to the 
patient’s weight, the last coseasonal doses (eighth) were increased to 15,000 
and 7,500 units the month immediately following the season. The next 
month they were increased to the top maintenance dose of the perennial 
schedule. 


ADMINISTRATION OF ANTIHISTAMINIC DRUGS oe 


In our study, the following antihistaminic drugs were employed: 
(1) Pyribenzamine Hydrochloride, (2) Benadryl Hydrochloride, (3) His- 
tadyl Hydrochloride, (4) Thephorin, (5) Neo-Antergan Maleate, (6) 
Tagathen, (7) Decapryn Succinate, (8) Hydryllin, (9) Thenylene Hydro- 
chloride, and (10) Neohetramine. Histadyl Hydrochloride and Thenylene 
Hydrochloride have the same chemical formula. These antihistaminic 
preparations were administered orally, in conjunction with hyposensitiza- 
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TABLE III. DOSAGE OF ANTIHISTAMINIC DRUGS 


Pre- Ist Post- 
Antihistaminic | injection injection | 
Jrug | Dose Dose 


2nd Post- | 3rd Post- | 4th Post- | 5th Post- 
injection | injection | injection | injection Total 
_Dose* — Dose* Dose Dose 


| 
Pyribenzamine 
Hydrochloride 100 meg. 100 mg. | 
Benadryl 
Hydrochloride meg. 100 meg. 50 mg. 50 meg. 50 mg. 50 mg. 400 mg. 
Histadyl | 
Hydrochloride mg. 100 mg. | 
Thephorin 50 mg. 50 mg. | 
Neo-Antergan | | 
| 
| 
| 


50 mg. 50 meg. 50 mg. 50 meg. 400 mg. 


50 meg. 50 mg. 50 meg. 50 mg. | 400 mg. 
25 mg. 25 mg. 25 mg. 25 mg. | 200 mg. 
Maleate meg. 100 meg. 50 mg. 50 meg. 50 mg. 400 mg. 
Tagathen 100 mg. 100 mg. 5 ‘ 
Decapryn 
Succinate 50 mg. 50 meg. 
Hydryllin 50 meg. 50 mg. 
Thenylene | | 
Hydrochloride 100 mg. | 100 mg. 50 mg. 50 mg. 50 mg. 50 mg. 400 mg. 
Neohetramine | 100 mg. 100 mg. | 50 mg. 50 mg. 50mg. | 50mg. 400 mg. 


50 mg. 50 mg. 400 mg. 


25 mg. 25 mg. 200 mg. 
25 mg. 25 mg. 200 mg. 


*When the pollen antigen was administered late in the afternoon, the second sail third post-injection 
doses were combined and given as a double dose at bedtime. 


TABLE IV. ANTIHISTAMINIC ADMINISTRATION SCHEDULE 


| | 
| 20 minutes} 1 | hour | 4 hours Be. 4 hours | 
| Pre- | ‘tet Post- | 2nd Post- | 3rd Post- | 4th Post- | 5th Post- 
injection injection | injection | injection | injection | injection 
Double Pollen Double | Single Single | Single | Single 
Dose of Antigen Dose of Dose of Dose of | Dose of Dose of 
Anti- Injection Anti- Anti- _Anti- Anti- |  Anti- 
ee | histaminic | histaminic | biste aminic | histaminie | histaminic | histaminic 


Pollen antigen | | 
administered | | | | 
in the morning 9:40 a.m. 10 a.m. llam. | 3p.m. 7pm. | 11 p.m. 7 a.m. 
Pollen antigen | 
administered | 
in early afternoon 1:40 p.m. | 2 p.m. 3 p.m. 7 p.m. 11 p.m. 7 a.m. 12 noon 
Pollen antigen | 
administered 11 p.m. 
in late afternoon 540 p.m. 6 p.m. 7 p.m. (2nd and 3rd post- 7 a.m. 12 noon 
| injection doses 
combined ) 


tion therapy, to forty-five pollen-sensitive patients; four grass, thirty-five 
ragweed, and six combined (Table I1). Throughout the study, the pa- 
tients always received the antihistaminic drug originally allotted to them. 

Both the individual doses and total twenty-four-hour administration 
were large—about two and one-half times the recommended amounts. 
Doses were given according to the patient’s weight. Patients 100 pounds 
and over received doses as tabulated in Table III; those under 100 pounds 
received 50 per cent less. 

Antihistaminics were administered prophylactically in such a manner 
that their effect lasted for about twenty-four hours (Table IV). A pre- 
liminary double dose (preinjection dose) was given twenty minutes prior 
to each injection of pollen antigen. One hour after the injection, the pa- 
tient received another double dose (first postinjection dose). Thereafter, 
a single dose was administered every four or five hours for four doses 
(second, third, fourth, and fifth postinjection doses). When the pollen 
extract was given late in the afternoon, the second and third postinjection 


doses were combined and administe redasa double dose at bedtime. 
x“ 
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TABLE V. SIDE REACTIONS TO LARGE DOSES OF ANTIHISTAMINIC DRUGS 
DURING A TWENTY-FOUR-HOUR PERIOD 
Patients coded by case number (Table VII). 


| No. of No. of 
Patients Patients | ie 
Antihistaminic | Receiving with Drowsiness! Nausea (Dizziness) Numbness | Fatigue Insomnia 
Anti- Side | 
histaminic | Reactions | | 
| 
Pyribenzamine | | 
Hydrochloride 5 4 |18,27,36,39)18,27,36,39 39 
Benadryl | | 
Hydrochloride) 5 4 |30,31,35,37 
Histady | 
Hydrochloride 5 4 19,23, 26,40 
Neo-Antergan | 
Maleate 6 3 8, 
Tagathen 3 3 32, 33, 34 | 
Decapryn | 
Succinate 3 1 20 | 20 
Hydryllin 1 1 13 
Thenylene 
Hydrochloride l 1 | 38 38 38 
Neohetramine 2 1 | 28 


In twenty-seven patients (60 per cent), side reactions were encountered 
to all the antihistaminic drugs employed (Table V). Despite the large 
doses, side effects were relatively mild and were never severe enough to 
warrant discontinuance of the drug. Drowsiness was the most frequent 
and prominent side effect. Nausea, dizziness, numbness, fatigue, and in- 
somnia occasionally occurred also. In the majority of the cases, early 
side reactions either disappeared or were greatly diminished with continued 
administration 


CONSTITUTIONAL REACTIONS 

As a prognosticator, the local reaction following the subcutaneous ad- 
ministration of pollen antigen was not dependable in foretelling the oc- 
currence of a constitutional reaction. Mild, generalized symptoms were 
encountered with both small and extensive local reactions. 

In our study of forty-five pollen-sensitive patients, seven patients (six 
preseasonal ragweed and one coseasonal grass) developed slight systemic 
symptoms. This represents seven constitutional reactions out of 360 
treatment visits (1.6 per cent). There were no generalized reactions in 
the combined grass-ragweed sensitive patients. Sneezing, pruritus, urti- 
caria, angioneurotic edema, and asthma were noted. These symptoms were 
delayed, occurring from one to twelve hours after the injection and lasted 
from a few minutes to four hours, being readily controlled with additional 
postinjection oral doses of an antihistaminic medication. 

Whenever a constitutional reaction was encountered, however insignifi- 
cant, the remaining pollen dosage schedule was reduced by 50 per cent. 
Despite this reduction, these exquisitely sensitive patients received in eight 
injections a total pollen dosage far in excess of the amount they could have 
tolerated without antihistaminic agents. After the specific season, begin- 
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TABLE VI. TWO YEAR COMPARISON OF PRESEASONAL RAGWEED 
TOTAL POLLEN DOSAGE IN NINE PATIENTS 


1948 Times 


Case 1947 Total Pollen | Pollen Antihistaminic 
No. Weight Age Total Pollen | Dosage with | Units Drug 
7 | Dosage | Antihistaminic | Increased 
| Integration 
2—B.N. | 125 Ibs. | 50 yrs. | 14,600 PU 56,000 PU 3.8 Thephorin 
3—C.B. | 170 lbs. | 5% s. | 4,100 PU 56,000 PU 13.6 Thephorin 
4— H.W. | 115 lbs, | 2,100 PU | 56,000 PU 26.6 Thephorin 
5—J.D. | 65 lbs \ 9,145 PU 28,000 PU 3 Neo-Antergan 
6—N.C. | 130 Ibs. | 27 yrs. 12,000 PU 56,000 PU 4.7 Neo-Antergan 
10—P.G 135 Ibs. | 32 yrs. | 10,800 PU | 56,000 PU 5.1 Neo-Antergan 
21—P.!I 130 Ibs. | 35 vrs. | 2,850 PU | 56,000 PU 19.6 | Decapryn 
Succinate 
22—E.L. | 140 lbs. | 34 yrs. | 6,695 PU | 56,000 PU 8.3 | Decapryn 
| | | | Succinate 
25—D.B. | 120 Ibs. | 30 yrs. | 10,250 PU | 56,000 PU 5.4 Thephorin 
| | | | 


ning with the first bimonthly perennial injection, the pollen dose was in- 
creased by 2,500 pollen units with each treatment until the top maintenance 
dose of 20,000 pollen units was attained. The latter was repeated bimonthly 
as suggested in the perennial schedule. 


RESULTS 
l‘orty-five pollen-sensitive patients (four grass, thirty-five ragweed, and 
‘six combined) from private practice received the combined hyposensitiza- 
tion-antihistaminic therapy. Injections were given subcutaneously in the 
arm. There were twenty-four females and twenty-one males. [Forty-one 
patients were over 100 pounds; four were less than 100 pounds. Their 

ages ranged from eight to fifty-six years. 
Clinical sensitivity was determined by the history and scratch tests 
performed with an extract of a 1-50 dilution. By skin tests, these patients 
had no associated sensitivities to foods, house dust, or moulds. Besides the 


4 six combined cases, eighteen of the thirty-five clinically sensitive ragweed 
: patients also exhibited positive skin reactions to grass. These, however, 


lacked a positive clinical history, were considered “latent” cases, and did 
not receive grass hyposensitization therapy. 

All the patients remained in the Greater Boston area during their specific 
season. None lived or were employed in air-conditioned establishments. 
All pursued their normal, daily routine. No medication was administered 
to the preseasonal cases during their specific season. The coseasonal pa- 
tients received antihistaminic agents for twenty-four hours only with each 
weekly coseasonal pollen injection as per schedule. 

Postseasonal serial testing of the skin and conjunctiva was not done. 
Results were based on the clinical course. Each patient kept his own clinical 
diary and carefully recorded the appearance and duration of any symptom. 
Results were tabulated as follows: 100 per cent, completely symptom- 
free; 95 per cent, a few sneezes accompanied with an insignificant and 
fleeting nasal obstruction ; 75 per cent, slight symptoms lasting from two to 
four days during the height of the season; and 50 per cent slight to moder- 
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y TABLE VII. RESULTS OF COMBINED HYPOSENSITIZATION-ANTIHISTAMINIC 
THERAPY IN FORTY-FIVE POLLEN SENSITIVE PATIENTS 


| 
Case | Age Injections 
No. |and| Lbs.) Given 
| Sex 
47 
N.K. | F | 165) monthly 
2 50 
a M | 125) monthly 
a 53 
C.B. | F | 170) monthly 
4 | 27 
H.W.| M | 115 monthly 
5 8 
J.D. M 65| monthly 
6 27 irass 
N.C. | F | 130) weekly 
Ragweed 
monthly 
7 36 Grass 
C.M. | M | 170) weekly 
Ragweed 
monthly 
8 37 
J.D. M | 170) monthly 
9 33 
L.E. F | 140) monthly 
10 32 
P.G. F | 135) monthly 
11 56 
W.K.| M | 180; weekly 
12 25 | 
J.M. F | 120) weekly 
13 | 12 
D.M. F 110) weekly 
| 
14 | 13 Grass 
E.W. | | 115) weekly 
Ragweed 
monthly 
15 | 30 
F.A. | F | 115) monthly 
16 8 
M.L. | F 66) bi-weekly 
17 | 38 
H.C. F | 190) monthly 
18 10 
M.C.| M 88) bi-weekly 
19 | 37] | 
D.V. | F | 116) weekly 
20 | 34 
C.B. | M | 195) bi-weekly 
21 35 
P.L. | 130) monthly 
22 34 
E.L. | M | 140) bi-weekly 
23 13 
C.M.| F | 103) weekly 
24 34 | 
R.B. | M | 182) bi-weekly 
25 30 
D.B. | F | 120) weekly 
26 17 | 
M.P; | F | 120) weekly 
27 | 26 | 
R.S. | M | 130) weekly 
28 29 
H.P. | M | 210) weekly 
29 | 41 | 
M.H.} M | 180) weekly 
30 15 | 
D.D. | M | 137) weekly 
31 11 | 
K.C. | M 90) weekly 
32 39 
A.C, F weekly 


Antihistaminic 
Drug 


| Thephorin 


Thephorin 
Thephorin 
Thephorin 


| Neo-Antergan 
*Neo-Antergan 


|*Thephorin 


*Neo-Antergan 

*Neo-Antergan 
Neo-Antergan 
Thephorin 


*Thephorin 


*Hydryllin 


Neo-Antergan 


Thephorin 


Pyribenzamine 


}*Pyribenzamine 


*Thephorin 


*Histadyl 


*Decapryn 


Decapryn 

Decapryn 
*Histadyl 

Histady] 
*Thephorin 
*Histadyl 


*Pyribenzamine 


*Neohetramine 


Neohetramine 
*Benadryl 
*Benadry! 


*Tagathen 


Total 


Cosea- | 


sonal 
Grass 
PU 


28,000 


28,000 
0 


28,000 


0 
0 


| 


28,000 | 


Total Total | 
Cosea- | Presea- | Total | Consti- | Clinical 
sonal | sonal | PU tutional | Result 
Ragweed| Ragweed; Given | Reaction 
PU | PU 
| | 1 with 
0 | 38,500 38,500 10,000 100% 
| PU dose! 
| 
0 56,000 | 56,000 | none | 100% 
0 | 56,000 | 56,000 | none | 100% 
0 | 56,000 56,000 none 100° 
0 | 28,000 | 28,000 | none 100% 
0 | 56,000 | 84,000 | none 100% 
0 | 56,000 | 84,000 | none | 100% 
| | | 
0 56,000 | 56,000 | none | 100% 
0 | 56,000 | 56,000 | none 100% 
0 | 56,000 | 56,000 | none 100% 
0 0 | 28,000 | none 100% 
| 1 with 
0 29,000 | 29,000 1,250 100° 
| PU dose 
| | |Grass 
0 56,000 | 84,000 none 100° 
| | |Ragweed 
| 75% 
0 56,000 | 84,000 | none 100% 
0 56,000 | 56,000 none 100° 
| | 
0 | 28,000 28,000 none i100 °% 
| | 
0 | 56,000 | 56,000 | none 100% 
| 
0 28,000 28,000 none 100° 
0 | 56,000 | 56,000 none 100% 
| | 1 with 
0 29,000 | 29,000 1,250 100°, 
| PU dose 
0 56,000 | 56,000 | none 100°% 
0 56,000 | 56,000 | none 100% 
0 0 28,000 | none 100°% 
0 56,000 | 56,000 | none 100% 
0 56,000 | 56,000 | none 100% 
0 0 ; 28,000 | none | 100% 
| | Grass 
0 56,000 | 84,000 none 95% 
| Ragweed 
50% 
1 with 
0 28,375 28,375 500 | 75% 
PU dose| 
0 56,000 | 56,000 | none | 50% 
0 56,000 | 84,000 | none | 100% 
| 
0 28,000 | 28,000 | none | 100% 
| 1 with 
0 28,375 28,375 | 500 100°; 


PU dose 
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28,000 
0 
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28,000 
28,000 
0 
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GOOD RESULTS IN POLLINOSIS—MAIETTA 


TABLE VII. RESULTS OF COMBINED HYPOSENSITIZATION-ANTIHISTAMINIC | 
THERAPY IN FORTY-FIVE POLLEN SENSITIVE PATIENTS ( Continued ) 


| | | Total Total Total | | 
Case | Age | | Injections) Antihistaminic | Cosea- | Cosea- | Presea- | Total | Consti- | Clinical 
No. |and|Lbs.| Given Drug | sonal sonal sonal | PU tutional | Result 
| Sex | | Grass |Ragweed| Ragweed! Given | Reaction! 
| PU PU 


| PL 


weekly *Tagathen 0 


56,000 | 56,000 | none 100° 


| 
7| weekly *Tagathen 0 | 56,000 | 56,000 | none 100°% 


5) weekly *Benadry! 0 56,000 | 56,000 | none 100°; 
| 1 with 
weekly *Pyribenzamine 19,250 0 19,250 5,000 95%. 
| PU dose 


weekly *Benadry! 56,000 | 56,000 none 


56,000 | 56,000 | none | 


weekly *Pyribenzamine 56,000 56,000 100% 


weekly *Histadyl | 56,000 | 56,000 | 100°. 
semi- i 
weekly Benadryl | 30,500 | 30,500 | 3,000 | 
| | | PU dose 
| | | 
weekly Thephorin 28,000 28,000 none | 
weekly Thephorin 28,000 28,000 | none | 
weekly | Thephorin | 28,000 28,000 none | 100% 


125) weekly Thephorin | | 28,000 28,000 | none 100% 


*Patient exhibited side reactions to antihistaminie drug. 


ate symptoms of several hours duration appearing intermittently through- 
out half the season and being more pronounced at the season’s height. 


Tolerance of Massive Pollen Doses—Vhe combined hyposensitization- 
antihistaminic technique safely allowed the administration of large doses 
of pollen antigen. The individual total amounts of ragweed pollen units 
injected preseasonally to nine patients, treated in 1947 without antihista- 
minic integration and in 1948 with antihistaminic preparations, were com- 

. pared (Table V1). In 1947, these exquisitely sensitive patients tolerated 
_ small individual doses only and allowed a small dosage increase with each 
7 injection. Large increases produced systemic symptoms. Postseasonally, 

during 1947-1948, they were treated perennially and received their maxi- 
mum dose at monthly intervals. However, preseasonally in 1948, when ef- 
fectively protected with antihistaminic agents, they were able to tolerate 
from three to twenty-six times more pollen antigen without any untoward 
result. 


Prescasonal Treatment.—Preseasonal ragweed therapy was administered 
to thirty-seven patients (Table VIL). Six of these simultaneously received 
coseasonal grass injections also. Twenty-seven patients, over 100 pounds 
in weight, tolerated the scheduled doses of pollen antigen and each re- 
ceived, in eight injections, a preseasonal total of 56,000 pollen units of 
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GOOD RESULTS IN POLLINOSIS—MAIETTA 


ragweed. patients, under 100 pounds, completed their schedule 
and individually received a total of 28,000 pollen units in eight divided 
doses. The remaining six patients, Cases 1, 12, 20, 28, 32, and 41, all 
over 100 pounds, exhibited an exquisite sensitivity and developed mild 
constitutional symptoms with 10,000, 1,250, 1,250, 500, 500, and 3,000 
pollen unit doses, respectively. As a result, the remainder of their schedule 
was decreased 50 per cent. Each received a total pollen dosage in excess of 
28,000 pollen units. 

All of the thirty-seven ragweed-sensitive patients had gratifying results. 
Thirty-two patients were adequately protected and had a 100 per cent re- 
sult ; three had 75 per cent; and two had 50 per cent. The latter were most 
enthusiastic because the improvement experienced represented the best 
result ever obtained. 


Coseasonal Treatment.—There were fourteen patients, all over 100 
pounds, who received coseasonal therapy; four ragweed and ten grass 
(Table VII). Six grass-sensitive patients concomitantly received pre- 
seasonal ragweed injections also. Thirteen patients completed their sched- 
ule and each received 28,000 pollen units in eight injections. The remaining 
patient, Case 36, developed a mild constitutional reaction with the 5,000 
pollen unit dose and, because the remaining doses were reduced 50 per 
cent, received a total of 19,250 pollen units. 

> Twelve patients (eight grass and four ragweed) had a 100 per cent re- 
sult. Two grass cases claimed excellent results (95 per cent). One pa- 
tient, Case 27, had mild hay fever for one day lasting for a few hours while 
picnicking on the shores of a lake. The other patient, Case 36, sneezed oc- 
casionally during the early days of treatment. 


SUMMARY AND CONCLUSIONS 
_ _Hyposensitization therapy and antihistaminic preparations have been 


integrated in such a manner as to present a new concept in the treatment 
of pollen allergy. The combined hyposensitization-antihistaminic technique 
enabled forty-five pollen-sensitive patients to tolerate safely massive doses 
of pollen antigen. They thereby attained a large total pollen dosage and 
the optimum single dose level within a relatively short time and with a 
substantial decrease in the number of required injections. The large pollen 
dosage conferred a tremendous degree of protection, heretofore not always 
obtainable, to all the patients during their specific season. 
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SIGNIFICANCE OF MEDIASTINAL SHIFT IN ASTHMA — 


7 LESLIE H. OSMOND, M.D. 


Pittsburgh, Pennsylvania 


HERE ARE various abnormalities which may affect the mobility of 


the mediastinum. In a healthy state, the mediastinum is not fixed, being 
mobile during the respiratory cycle. The mobile mediastinum responds by 
shifting laterally to equalize differences in intrathoracic pressure as a re- 
sult of unequal aeration to a portion of a lung. Recognition of pendular 
shifts of the mediastinum are important in detecting complications of 
bronchial asthma. 


ETIOLOGY OF MEDIASTINAL DISPLACEMENTS 

In a healthy state, the descent of the diaphragm causes narrowing, and 
the ascent widening, of the mediastinum, Lateral recumbency causes a 
shift of the mediastinum and its contents to the dependent position. The 
diaphragm, on the same side, moves upward as a result of increased pres- 
sure exerted by the abdominal organs. The mediastinum widens when one 
assumes the prone position. 

Unequal pressure in the two sides of the chest or traction brought about 
by disease often causes mediastinal displacements. Such traction may in- 
volve a localized portion of the septum or may result in a total dislocation 
of the mediastinum and its contents. 

A permanent shift of the mediastinum and its contents is frequently 
seen in unilateral fibrosing pleuropulmonary diseases. The gradual con- 
traction of the diseased organ and the compensatory emphysema of the 
contralateral lung cause the mediastinum to be displaced to the affected 


side. In the presence of an expanding tumor or an aneurysm in the upper 


aperture of the thorax, the trachea may be pushed to the contralateral side. 
Unilateral pleural effusion is a common cause of mediastinal displacement. 
The displacement may be prevented or minimized by homolateral bronchial 
obstruction or fixation by a previous mediastinitis and pleuritis. Dis- 
placement of the mediastinum may result from a high dome of the dia- 
phragm from causes such as eventration of the diaphragm, subphrenic 
abscess and gas collections, especially in the splenic flexure of the colon 
and in the stomach. 

Displacements of the mediastinum are often seen in bronchial spasm 
and in partial and complete bronchial occlusion with atelectasis, many 
cases of which are associated with the bronchial asthmatic state. One of 
the cardinal features of bronchial asthma is a narrowing of the diameter 
of the bronchi, usually seen in the smaller bronchi but in many instances 


Presented at the Fifth Annual Meeting of The American College of Allergists, April 14-17, 1949, 
Chicago, Illinois. 

These studies were made in the Radiology Department and associated clinics of St. Francis 
Hospital, Pittsburgh, Pa. 
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MEDIASTINAL SHIFT IN ASTHMA—OSMOND 
involving one or more of the larger bronchi. A partial or complete occlu- 


sion may occur. Therefore, in studying mediastinal shifts in the bronchial 


asthmatic patient, one must appreciate the many causes of bronchial ob- 
struction : 


Extrinsic.—Any extrabronchial disease which as a result of pressure on 
or invasion of the air passages might narrow or occlude the lumen of the 
tube. 


Intrinsic.—Intrabronchial obstructions such as tenacious sputum, fibrin- 
ous casts, broncholiths, postoperative retention of secretions, foreign 
bodies, swelling of the mucosa, spasm, inflammatory stenosis, bronchogenic 
neoplasms, distortions of the lumen by some mechanical cause and con- 


genital abnormalities should be considered. 


It must be remembered that every wheezy chest is not necessarily a 
bronchial asthmatic chest and that any of the causes of mediastinal dis- 
= 
placement might be the reason for the supposed asthmatic state. 


= 


PATHOLOGIC PHYSIOLOGY 


The physiologic effects of tracheobronchial obstruction may be divided 
into their respiratory and their cardiovascular actions. An understanding 


of the manifestations of bronchial obstructions, especially as pertains to 


complications of bronchial asthma, is essential in determining the reason for 
a shifting mediastinum. Of major importance are the following: (1) the 
site of the obstruction, whether the lesion affects a single bronchus, sev- 
eral bronchi, or is diffuse ; (2) the degree and character of the obstruction, 
whether partial or complete, simple or valvular, transient or permanent ; 
(3) the time taken for the development of the obstruction; (4) the cause 
of the obstruction, whether within the lumen, in the submucosa or outside 
the bronchial wall; (5) the condition of the lung with respect to the 
presence of infection during the period of obstruction; and (6) the state 
of the pulmonary and systemic circulations. 


The effects of bronchial obstruction are reflected not only in the affected 
bronchopulmonary segment but also in the uninvolved parts of both lungs, 
the circulatory system, the intrapleural pressure, and in practically all the 
contents of the thoracic cavity, depending on the factors previously men- 
tioned. 

In the presence of a slight degree of by-pass valve type obstruction, 
which does not interfere with the free inflow or outflow of air, no 
physiologic disturbances may be detectable. If it is of sufficient degree to 
interfere with free inflow and outflow of air, unequal intrapulmonary 
pressures may develop with a shifting mediastinum. Inasmuch as such 
obstructions are accentuated under stress, by periodic impaction of the 
lumen with secretion or by temporary swelling of the mucosa, the distal 
lung segment may undergo eventual changes. 
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- toad In higher degrees of bronchial obstruction, in which a check-valve or 


ball-valve mechanism permits the inflow but prevents the outflow of air 
(Fig. 1), the bronchopulmonary segment distal to the site of obstruction 
becomes overinflated, since expiration is associated with reflex narrowing 


T Expiration Inspiration 7 Expiration 


A B 


Fig. 1. (A) Mechanism of obstructive atelectasis produced by a small mass of secretion (S) 
acting like a check-valve in a pump. It rests in a valve seat of swollen bronchial mucosa at a 
bronchial orifice (M,M), bat at each expiration it is lifted by the expiratory air current, allowing 
air to escape, as indicated by the darts (D). At the beginning of inspiration the suction pulls the 
mass (Se) down tightly in the valve seat, so that no air can enter (K). Repeated twenty-odd 
times per minute atelectasis results from ‘pumping air out of the tributary area. A mass of 
secretion (R) below the inflammatory narrowing (M,M) would have the reverse effect of pumping 
air in, producing emphysema. Both these valvular mechanisms are seen every day in a busy 
bronchoscopic clinic, The resulting atelectasis or emphysema has been confirmed by physical signs 
and fluoroscopy. 

(B) The expansile check-valve, which is the commonest form of valvular obstruction of the 
bronchi, The swollen mucosa (M,M) comes in contact at the start of the expiratory phase, pre- 
venting exit of air; but on inspiration, the enlargement of the bronchial diameter is sufficient to 
make a small opening for admission of air (E). Promptly at the beginning of the following ex- 
piratory phase the diminution of bronchial diameter promptly closes the narrowed lumen, trapping 
the air below the obstruction. Obstructive emphysema of of ‘the: tribute ary area is the ‘Tesult. (Jackson 
and Jackson: Ear, Nose and Throat Diseases.) a 


of the bronchial lumen, causing the air to be trapped in the alveoli, This 
may become of sufficient degree to result in a shifting mediastinum. The 
condition gives rise to obstructive emphysema of varying degree and 
severity. 

Complete obstruction, in which a stop-valve mechanism prevents the in- 
flow as well as the outflow of air, causes atelectasis of the affected bron- 
chopulmonary segment, the air trapped in the alveoli being absorbed by the 
capillaries within a few hours. Atelectasis may develop slowly or rapidly. 
There is a reduced lung volume in atelectasis and in any plugging or nar- 
rowing of a bronchus without atelectasis of sufficient degree to decrease 
inspiratory air in-take to a portion of lung. This serves to increase the 
normally negative intrapleural pressure. The mobile mediastinum shifts 
immediately to compensate for the loss of lung volume. The shift is to- 
ward the affected side on inspiration and, when severe enough, may re- 
main displaced on full expiration. In the moderate to severe degrees of 
bronchial obstruction, the dome of the diaphragm is restricted in its down- 
ward motion and there is limitation of expansion of the hemithorax on the 
affected side. Additional compensation is affected by the distention of the 
uninvolved parts of both lungs. In obstructive emphysema, the lung volume 
increases in the tributary segment. When of sufficient degree, the medias- 
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Fig. 2. (above) Films made on full inspiration and full expiration in an allergic bronchial 
asthmatic with a mixed type of infection demonstrate a definite inspiratory shift of the heart to the 
right. A more complete aeration is accomplished in the lower part of left lung on inspiration with 
a greater descent of the left dome of the diaphragm, On expiration there is a corresponding lack 
of egress of air from the lower part of right lung. These findings were due to mucus plugs in the 
lower right bronchial tree. All of the above findings disappeared soon after the plugs were re- 
moved. 

Fig. 3. (below) The inspiratory and expiratory films of a chronic bronchial asthmatic with 
mixed type of infection demonstrate the inspiratory shift to the right more conclusively than the 
inspiratory film. Bronchogram (b) demonstrates stenotic narrowing of three branches of the 
right lower lobe and the right main stem bronchus and some cylindrical dilatation distally. All 
stenotic foci were subjected to repeated bronchoscopic dilatations with loss of mediastinal shift for 
some time, but bronchiectasis and abscess forced right middle and lower lobectomy. 


tinum shifts toward the unaffected side in the expiratory phase and if 
severe enough may remain displaced on full inspiration. There is a limita- 
tion of upward motion of the dome of the diaphragm on the affected side — 
and there is flattening of the dome and maintenance of an expanded 


hemithorax. 
These compensatory physiologic changes are associated with phenomena 


which often result in permanent lung damage. In the bronchial asthmatic 

patient, the partial or complete bronchial occlusions due to spasm, edema, | 

mucus plug or stenosis (Fig. 3) are the conditions which precede atelec- 

tasis, parenchymal inflammations, bronchiectasis, emphysema, pneu- 
mothorax and mediastinal emphysema. 
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Fig. 4. This is a double exposure film, one Fig. 5. Fluorescopic observation and_ films 
exposure on full inspiration and one on full made on inspiration and on expiration on a 
expiration, which shows considerable inspiratory highly ailergic bronchial asthmatic demonstrated 
shift of the myocardial shadow to the left in an an inspiratory shift of the heart to the left, 
allergic bronchial asthmatic with a mixed type which was found at bronchoscopy to be due to 
of infection. This shift was due to muco- a mucus plug completely occluding a main 
purulent plugs in left lower lobe bronchi and branch of the lower left lobe bronchus. A 
a small region of atelectasis in the lower part sharp interruption of the column of air is 
of left lung. The mediastinal shift} was ab- faintly visible (arrow). Several bronchial 
sent a few days after bronchoscopy, but the stenotic foci were found in the right perihilar 
7 atelectasis was slower in clearing. region of increased density with retained secre- 
> tions distally. 
) 
ROEN TGENOLOGIC OBSERVATIONS 
Che roentgenologic findings are of great value in detecting mediastinal 


shift. They are in keeping with the pathologic physiology as discussed. A 
conventional roentgenographic examination will not detect a shift unless 
it is marked. Iluoroscopy is particularly revealing since one can detect a 
minor pendular shift of the mediastinum by observing the heart and/or 
occasionally the aortic arch during the respiratory cycle. It may be record- 
ed on two films, one made on full inspiration and the other on full ex- 
piration (Fig. 2), or on a double exposure film, one exposure on full in- 


spiration and the other on full expiration (Tig. 4). 


= 
- ; A pendular shift of the mediastinum may occur in an asthmatic bron- 
_ chitis from any one of the several types of obstructive mechanisms. An 
5 _ inspiratory shift of the mediastinum may occur when there is an ac- 


~ cumulation of secretion above a focus of associated swelling of the mucosa 
(Fig. 1, A), producing a check-valve obstruction on inspiration. The in- 
spiratory shift to the affected side is all that may be seen (Fig. 2), but if 
this mechanism is prolonged and of sufficient degree, then atelectasis in 
one of the various forms depending on the size and number of bronchi or 
bronchioles so involved, may become apparent. When larger areas of 
atelectasis occur, a shift of the mediastinum is usually apparent in the con- 
ventional film of the chest, but it may be seen more readily on the fluoro 
scopic screen and/or with one or both types of inspiratory and expiratory 


fair-sized 
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Fig. 6. Inspiratory and expiratory films of a chronic bronchial asthmatic with a mixed type of 
infection show emphysema at the bases and an inspiratory shift to the right. A chronic inflam- 
matory constriction of the right lower lobe bronchus without any appreciable accumulation of , 


secretion was dilated with known satisfactory state for two years. + 


bronchus without visible evidence of atelectasis distally may cause an in- 
spiratory shift to that side even when there are several bronchostenoses 
with focal atelectasis in the opposite lung (Fig. 5). With the development 


of appreciable amounts of atelectasis, there appears a decreased range of 
motion of the diaphragm on the affected side with a higher dome on full 
inspiration. In the more pronounced atelectasis, a limitation of expansion 
of the hemithorax on the affected side becomes apparent. 

There may be an accumulation of secretion below a focus of associated | 
swelling of the mucosa (lig. 1, R) producing a check-valve obstruction on 
expiration, or there may occur the expansile check-valve mechanism from 
a swollen mucosa coming in contact at the start of the expiratory phase, 


preventing exit of air; but on inspiration, the enlargement of the bron- | 


chial diameter is sufficient to make a small opening for admission of air 
(lig. 1, B). With the development of emphysema, there develops an ex- 
piratory shift of the mediastinum to the unaffected side. When the emphy- 


V 


sema is pronounced, it becomes apparent in the conventional film of the 
chest, but again the shift may be seen more readily on the fluoroscopic — 


screen and/or with one or both types of inspiratory and expiratory 


roentgenographic examinations. With development of sufficient emphysema _ 


there appears a decreased range of motion and flattening of the diaphragm — 
on the affected side with a lower dome on full expiration and maintenance 
of an expanded hemithorax. 

Prickman and Moersch*’ have recently drawn attention to broncho- — 
stenosis as a common complication in either allergic or infectious asthma. 
The same pathologic physiology and the same roentgenologic findings per- 


tain to bronchostenosis as are present in the bronchial asthmatic patient 


= 
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with swollen membrane of a bronchus and a bolus of secretion above or 
below the point of stricture (I*ig. 1, A, B). Bronchostenosis without secre- 
tion to produce a valve-like obstruction or without atelectasis may produce 
the inspiratory shift to the affected side because of a by-pass valve ob- 
struction. Frequently in such instances nothing will be apparent on the 
conventional roentgenologic examination to suggest such a_ possibility 
(Tig. 6). 

In a severe bronchial spasm with severe degree of emphysema where 
motion of the diaphragm is almost negligible, the ascent with widening and 
the descent with narrowing of the mediastinum practically disappear. The 
overdistended lungs keep the mediastinum in a narrowed and elongated 
state. With reversal of the greater portion of the emphysema, the normal 
mobility of the mediastinum returns, 

Depending on the intensity, duration, degree and type of bronchial 
and/or bronchiolar obstruction, the lung changes may vary from that of 
acute bullous emphysema in a portion of one or all of one or both lungs 
to that of a massive collapse. There may be areas of obstructive emphysema 
interspersed with areas of atelectasis. Pathologic change may be of such 
degree and extent in both lungs that intrapulmonary pressure is equalized 
in each lung, so that there will be no mediastinal shift. 


CLINICAL OBSERVATIONS 

If any progress is to be made in reversing early stages of bronchial oc- 
clusion by bronchoscopic dilatations and bronchodilating drugs, it is be- 
lieved that adequate roentgenologic study, which includes fluoroscopy and 
inspiratory and expiratory films, is absolutely essential. Detection of a 
mediastinal shift in the acute bronchial asthmatic state calls for adequate 
allergic management and repeated roentgenologic observations. If the 
mediastinal shift disappears, it may be assumed to have been due to a 
mucus plug. If it persists, bronchoscopic examination is indicated. 
Plugged bronchioles and occasionally a bronchostenosis may be found so 
that the bronchosocopist may be directed to it for bronchodilatations. 

Symptomatically, there are features characteristic of bronchostenosis. 
There is often a severe persistent cough which fails to raise sputum and 
suddenly sputum may be profuse. The sputum is usually mucopurulent 
and often streaked with blood. Perhaps the most significant symptom of 
bronchostenosis is recurrent febrile episodes with or without preceding 
chills. This reaction may be very short or long in duration. Thus a his- 
tory of frequent attacks of pneumonia is often obtained. The physical 
signs are very confusing and unreliable. In some instances they simulate 
the signs of a foreign body. There is usually a localized area of suppres- 
sion of breath sounds. 

In mediastinal shift with a history suggestive of bronchostenosis, im- 
mediate bronchascopy and/or bronchography are indicated for diagnosis 
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and institution of proper treatment to aid in preventing or halting the 
progression of complications. An irreversible bronchostenosis is apparent- 


ly an indication for thoracic surgery. 


SUM MARY 
The etiology and pathologic physiology of mediastinal displacements with 
special attention to the bronchial occlusion of the bronchial asthmatic 
patient are discussed, The roentgenologic observation of mediastinal shift 
by fluoroscopy and by inspiratory and expiratory films is stressed as es- 
sential in detecting, evaluating and treating the complications of bronchial 


asthma. 
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variables are in our present technique of antibiotic therapy than are desir- 


able. The delivery of the nebulizer should be studied with a view to stand- 
ardizing lung absorption and lung permeability. The inspiration time 
rather than the total time of administration was concluded to be of im- 
portance. An inspiration-time meter was devised and will be described in 
a following communication. 
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SKIN SENSITIZATION TO BAL OINTMENT 
™ 
CHARLES M. JENKINS, M.D., F.A.C.A. 


Orxe OF THE great medical discoveries of World War II was the 
development of BAL (British Anti-Lewisite ; 2, 3-Dimercaptopropanol ) 
by Stockton and Thompson in R. A. Peters laboratory at Oxford, England. 
It was developed by the British as a decontaminating agent and as an anti- 
dote for arsenical gas burns (Lewisite).? As an ointment it was used to 
prevent damage to the skin and eves on exposure to Lewisite and vesicant 
gases. The above scientists proposed the theory that agents which “tie up” 
the SH (sulfhydryl) groups of tissues will interfere with cellular metabol- 
ism and tissue respiration.” BAL presumably exerts its beneficial effect by 
its selective affinity for certain metals, forming relatively stable, nontoxic 
and excretable compounds, thus preventing them from combining with 
the SH groups to produce toxic effects." 

Recent investigators have found BAL in a solution of peanut oil and 
benzyl benzoate to be a valuable and sometimes life saving drug in the treat- 
ment of systemic reactions, particularly from arsenic,’ mercury*? and gold.® 
This drug, however, is not without sensitizing potential and is capable of 
producing cutaneous allergic sensitization.” Many drugs of great thera- 
peutic value are relatively harmless when used in the dosages recommended 
under controlled conditions for specific purposes, but may demonstrate 
marked sensitizing capacities when used indiscriminately and unwarrant- 
edly, 

The purpose of this report is to present five cases in which there was 
needless skin sensitization by such indiscriminate use. All of these patients 
had previous skin damage resulting from burns. Three had first degree 
burns and two second degree burns. The patients were wives of former 
servicemen who had been given the ointment with instructions as to its 
use and value in the event of Lewisite or arsenical vesicant gas burns. In 
each case BAL ointment was applied to the burned areas through an er- 
roneous interpretation of its specific use. oe 


SENSITIZATION OF DAMAGED SKIN TO BAL OINTMENT 

During the years 1947 and 1948, five patients with papulo-urticarial 
lesions, surrounding erythema and edema came to the clinic with a tenta- 
tive diagnosis of allergic dermatosis. The specific etiology was unknown 
and the type of sensitization was difficult to classify, as it differed from 
the eczematous contact type and the classical urticarial type. There was 
a lack of dissemination frequently seen in the eczematous type of sensitiza- 
tion with a complete absence of vesicles. In contrast to the typical urticarial 
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type, scratch tests with BAL ointment in these cases revealed only mild 
to moderate erythema with no wheal formation. ; 


The subjects suffered previous skin damage as a result of burns while 
cooking at home. A careful history revealed that the patients had applied 
an ointment to the burned areas from three to five times a day for six to 
thirteen days with a hope of hastening the healing process or preventing — 


a progression of the skin damage. As stated previously the ointment was — 
applied through a mistaken idea concerning its use. All patients were am- 
bulatory and were requested to bring the ointment used to the clinic. Tt 
was later identified as 5 per cent BAL ointment. : 


Case 1.—A. J., a woman, aged twenty-two, was seen on June 4, 1947. She pre- 
sented a healing first-degree burn on the left forearm with surrounding papulo- — 
urticarial lesicns accompanied by erythema and mild edema. The burned area, 
approximately 2 by 4 cm. was produced by spilling hot water on the arm when 
attempting to remove a pan of water from a stove six days previously. The pa- 
tient stated that she applied an ointment (later proven to be 5 per cent BAL oint- 
ment) over the area three times a day until seen in our clinic. She was referred to 
the clinic because of the papulo-urticarial lesions with edema, pruritus, burning sen- 
sation and insomnia at night. The ointment was discontinued and the patient was 
given Benadryl, 50 mg. three times daily, phenobarbital, gr. 114 at bed time, and 
ephedrine sulfate, gr. 3¢ three times daily. The lesions disappeared within five days; 
however, a brownish pigmentation remained at the periphery of the healed lesion — 
for approximately four months. 


Case 2.—O. B., a woman, aged thirty-one, was admitted to the clinic on July 3, 


1947, with papulo-urticarial lesions on the terminal phalanx of the index and — 
finger of the right hand with surrounding erythema and a burning sensation of two- 

days’ duration. Similar lesions with erythema and edema of three days’ duration — 
were observed on the left forearm. The patient gave a history of sustaining a first-| 

degree burn by hot grease on the left’ forearm eight days before, and she had © 
applied an ointment to the area with the fingers of the right hand. She stated — 
further that she had experienced a similar burn on the left thigh by overturning a 


cup of hot water two weeks previously, to which she applied ointment from the same 
tube used in the present home treatment. The left thigh now presented small papulo-— 
7 urticarial lesions with marked pigmentation at the periphery. There was intense 
pruritus in the thigh area which had been subjected to frequent scratching accord- 

ing to the patient. The lesions displayed marked improvement within three days — 
after the discontinuance of the ointment and the use of ephedrine and Benadryl — 
orally three times a day and phenobarbital at night. : 


Case 3—A. C., a woman, aged twenty-two, was seen for the first time in the 
clinic on January 8, 1948. She presented confluent papulo-urticarial lesions (4 by 5 
cm.) on the right thigh in the area of a healed first-degree burn resulting from an 
overturned pan of hot water ten days previously. There was also angioneurotic 
edema of the left evelids and the left lateral aspect of the upper lip. The patient — 
stated that she applied a “burn” ointment from a tube to the lesion on the right leg — 
four to five times a-day. She suffered from coryza during this period and frequently 
rubbed the left nostril and left eye with the hand which was used to apply the 
ointment. The patient admitted a continuance in the use of the ointment even though 
there was increased burning after each application following the fifth day. The 
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lesions cleared completely within six days after giving epinephrine subcutaneously, — 
Benadryl! orally and discontinuing the ointment. 


Case 4.—D. G., a woman, aged twenty-six, was admitted to the clinic on February — 
12, 1948, at which time she presented a second-degree burn with an area of 3 by © 
6 cm. on the right forearm sustained by striking the arm against a hot iron. She | 
applied an ointment (later determined to be 5 per cent BAL ointment) to the damaged 
area three to five times a day for nine days. The lesion did not heal but became pro-— 
gressively worse, with marked edema and intense pruritus. Scattered papulo-urti- 
carial lesions formed at the periphery. The burned area was cleansed and a vaseline — 
gauze dressing applied. Epinephrine was given subcutaneously, Benadryl and pheno- | 
barbital orally. The BAL ointment was discontinued and striking improvement was — 
noted within three days. The lesions disappeared completely within twelve days. 


Case 5.—A. C., a woman, aged thirty-four, was referred to the clinic on December — 
2, 1948, because of papulo-urticarial lesions surrounding a second-degree burn of — 
the left wrist, with symptoms of burning and itching in and immediately surrounding | 
the burned area. The inner aspect of the left thigh also presented an area, ap-_ 
proximately 3 by 6 cm., with erythema, papules, mottling and edema. The injury — 
to the wrist, 2 by 7 cm., was sustained by overturning a cup of hot coffee fourteen 
days before admission. The patient admitted that the damaged skin area of the 
left thigh was the site of injury by hot water two months previously. An ointment — 
was applied three to four times daily to the wrist area for thirteen days and to © 
the thigh area for six days before admission to the clinic because of marked pruritus | 
without apparent benefit. However, the first-degree burn of the left thigh was _ 
treated in a similar manner for five successive days two months before without re- 
tardation of healing and a complete disappearance of symptoms. The ointment — 
therapy (later identified as 5 per cent BAL ointment) was discontinued twenty- — 
four hours before she was seen in the clinic because of nausea and a burning sen-_ 
sation in the mouth and around the eyes and nose. These symptoms evidently repre-— 
sent toxicity to the drug by rapid absorption as seen in cases of overdosage of the © 
drusy.4 


DELIBERATE SENSITIZATION OF THE SKIN BY 5 PER CENT BAL OINTMENT 
We were aware of the fact that the five patients discussed above were | 
those with previous skin damage which possibly made sensitization less — 
difficult. We wished to determine if 5 per cent BAL ointment would sensi-_ 
tize skin which was grossly normal if applied repeatedly. For this experi-_ 
ment we selected twelve patients who gave a negative history for allergic 
diseases. It was further determined that these patients had no previous 
exposure to BAL either in the form of an ointment, or a liquid. None of 
the patients showed evidence of skin damage resulting from burns, chem-_ 


icals or physical trauma. Microscopically, the skin was obviously normal. 


Following a suggested procedure, as outlined by Sulzberger, Baer and 
Kanof, we attempted deliberate skin sensitization of the subjects.?° Por- 

| J 
tions of the same BAL ointment used by the five patients with skin damaged — 


by burns were applied by inunction in these twelve cases. 


Procedure.—Each of twelve patients was instructed ‘ub gently 
rocedure.—t.ach of twelve patients was instructed to rub gently a 


small amount (approximately 0.2 gram) of 5 per cent BAL ointment on _ 


Hexor surface of the left forearm two times a day. The approximate size. 
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of the area selected for the repeated applications was 5 by 5 cm. We 
requested the patients to repeat the rubbing of a similar amount on the 
same area morning and night. They returned to the clinic at three-day in- 
tervals for observations and readings. If an eruption or marked erythema, 
which persisted for at least an hour appeared, they were instructed to dis- 
continue the applications and report the, same day for an inspection of 
the area and further recommendations. We regarded as positive sensi- 
tization only reactions of erythema which persisted with papulo-urticarial 
lesions. 


Results—Two cases showed evidence of sensitizations within twelve 
days. 

The first case displayed marked persistent erythema on the afternoon 
of the fifth day, followed by confluent papulo-urticarial lesions on the sixth 
day. On the seventh day there was moderate edema extending approximate- 
ly 4 cm. beyond the area of application. 

The second sensitized case presented a moderate persistent erythema 
on the tenth day with numerous papulo-urticarial lesions on the twelveth 
day. 

The remaining ten cases showed neither persistent erythema nor papulo- 
urticarial lesions after fifteen days of twice daily applications of the oint 
ment. Patch tests with 5 per cent BAL ointment were made on the back 
of each patient before the beginning of the experiment. All were negative 
after forty-eight hours. These tests were repeated on the fifteenth day. The 
two subjects manifesting sensitivity to the ointment at the site of twice 
daily applications also presented positive patch tests on the fifteenth day. 
The morphological characteristics were similar to those resulting from 
inunction on the forearm. The patch test was negative in each of the ten 
cases with negative arm reactions. 

Scratch tests on the twelve subjects revealed a mild erythema but no 
urticarial or wheal response. There was no apparent difference in the 
scratch tests response in the two sensitized subjects and the remaining 
ten non-sensitized subjects. 

COMMENT 

— The type of sensitization in the five cases with previously damaged skin 
was somewhat difficult to detect because it differed from the accepted 
contact eczematous type and the classical urticarial type, yet possessing 
some features of both. None of these patients gave a history of previous 
sensitivity to drugs or previous allergic manifestations. Only on de- 
tailed questioning, the patient’s description of the odor of the ointment used, 
and a subsequent check on the ointment brought to the clinic did we de- 
termine the allergenic agent in these cases. 

There was evidence of a spread of sensitization in two of the five cases 
with burns as shown by erythema, edema and papulo-urticarial lesions at 
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distant points and postive patch tests on the back. The spread of sensitiza- 
tion was greater in those with previously damaged or burned skin ‘areas 


= 


than in those used in our control series with grossly normal skin. It is 
probable that the damaged tissue contained break down products con- — 
sisting of large protein molecules which in combination with BAL mole- — 
cules produced a drug-protein combination of relatively high sensitizing — 


potential, 


SUMMARY AND CONCLUSIONS 


e . 1. Five patients exhibiting first and second degree burns treated them- 
; - selves with 5 per cent BAL ointment from six to thirteen days, with each — 
-presenting evidence of skin sensitization to the ointment. We have no 
- , way of knowing how many patients with similar skin damage treated them- 


selves without evidence of skin sensitization. 


2. All lesions of the sensitized skin were papulo-urticarial, with some | 


erythema and occasional obvious edema, mottling of the skin, and increased 
pigmentation. 
3. The lesions of sensitization dermatitis cleared on discontinuing the 


BAL ointment and using an antihistaminic and symptomatic therapy. 


4. The lesions in the sensitized areas differed from the commonly ac- | 
cepted eczematous contact tvpe and the standard urticarial type. Scratch | 
tests were negative and patch tests displaved no vesicle formation. 


5. The application of 5 per cent BAL ointment to grossly normal or | 


undamaged skin of twelve subjects produced skin sensitization in two sub- 
jects. There was no history of allergic manifestations or previous exposure 
to BAL. The number of subjects sensitized is too small to establish a 
percentage incidence of sensitivity, but it does show that 5 per cent BAL. 
ointment has a sensitizing capacity. 


6. The relatively marked sensitizing potential of BAL ointment on 


damaged skin may be due to a combination of small BAL molecules with 


the proteins of injured tissue, forming a drug-protein combination of high 
antigenic quality. 

7. Although BAL ointment proved to be a valuable drug during th 
recent war and has an important peacetime use for industrial arsenical 


_-- poisoning, its power to sensitize must be kept in mind, especially if there 


isa history of its recent application to the skin and the lesions are papulo- 
-, urticarial in morphology with persistent erythema and edema. 
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HUNGARIAN MEDICAL TRADE UNION ASSOCIATION OF 
PHYSICIANS, SECTION OF ALLERGISTS 


Abstracts of Lectures Presented at Second Meeting, June 2, 1948 


MYCOTIC INFECTION AND ALLERGY AGAINST FUNGI IN THE 
PATHOMECHANISM OF INFANTILE ECZEMA 


E. LIEBNER, M.D. © 


Tue general conception of food allergy in the pathogenesis of infantile 
exudative eczema, as based upon positive egg-white reaction, positive 
complement reaction and Praushitz-Kustner transference method, may 
be disputed as follows: (1) The skin-reaction is never eczematous. (2) It 
is never persistent, being positive in seborrheic dermatitis as well. (3) It 
is sometimes positive with varieties of eggs absent in the diet of mother and 
child. (4) Clinical symptoms rarely disappear or decrease with avoidance 
of the white of egg. 

In 1938, Liebner succeeded in demonstrating fungi (varieties of oidia, 
trichophyton, epidermophyton, microsporon and molds) in twenty-one of 
thirty-seven cases of exudative eczema and seborrheic dermatitis ; in 1947 
in twenty-three of fifty-two cases of eczema ; and in eighty-six of 109 cases 
of seborrheic dermatitis, corresponding with clinical characteristics known 
as microbiotic eczemata of adults; i.e., round, sharply outlined patches of 
centrifugal extension, scaling border, young efflorescences in the neighbor- 
hood and confluence into greater patches with serpiginous bordering 
with prevalently gluteal, perigenital and intertriginous localization of the 
first signs in areas predisposed for fungous infection. The appearance of 
lichenoid and eczematoid “ids” determines the polymorphism of symp- 
toms and is to be explained by hypersensitivity. Patch-test with vaccines of 
oidia, pathogen fungi and molds gave positive eczematous reaction in eight 
of fourteen cases of exudative eczema; and in fourteen of thirty-one cases 
after several days it sometimes transformed into larger eczemata en plaque. 
The reaction was more prominent after scarification than on uninjured 
skin. No significant difference was found among the reaction of vaccines 
from oidia, pathogen fungi or mold. Sometimes positivity shows parallel- 
ism with appearance of “ids”. Eosinophile cells may increase up to 15 to 
32 per cent with lymphocytosis and leukopenia. Our investigations do not 
interfere with the question of pathogenesis in other cases devoid of de- 
monstrable mycotic infection. . 


evel TUBERCULOUS ALLERGY AND BRONCHIAL ASTHMA 
T. GLUCK 


Bronchial asthma is a typical allergic disease. In most cases of asthmatic 
tuberculosis, allergy is demonstrable. Statistics of the author on the his- 
tories of asthmatics agree with the majority of research workers as follows: 

(1) In approximately 15 per cent of the cases, hereditary tuberculosis 
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occurred. (2) 45 per cent of asthmatics had suffered from some mild 
form of tuberculosis (productive fibrous). The remaining 40 per cent of 
asthmatics derived their disease from various allergens, i.e., pollen, occu- 
pational disease, bacilli, toxins, et cetera. After complete recovery from 
mild tuberculosis, sooner or later, allergic conditions in the form of bron- 
chial asthma may arise. Tuberculin had been introduced by Storm in 1926 
in therapy of bronchial asthma. The majority of authors (Hajos, Kiss, 
__Leibermeister) applied diluted tuberculin-solution (10°°-10°°). The au- 


thor tried the same solution without success due to underdosage ; therefore, 
he applied massive doses (0.01-0.03 gm.), after necessary precautions 
(blood analysis, history, x-ray, et cetera) and found that the association of 
fever raised the therapeutic effect of tuberculin. Sensitivity and asthmatic 
manifestations were reduced for months and even for years. No untoward 
effects of massive doses had been encountered. The author’s experience, in 
accordance with that of others, seems to testify that, while allergic subjects 
resist serious tuberculous infection, the tuberculous organism does not 
incline to allergy. 
DISCUSSION 

L.. Kiss: Kiss reports the effects of the tubercle bacillus as published 
earlier in special literature. In accordance with Gluck, he states that a great 
percentage of cases of bronchial asthma is based on tuberculous allergy. 
In opposition to Gluck’s massive doses, he prefers caution, starting regular 
treatment with the limit-dosage of 1.10-'° gm., rising gradually in accord- 
ance with the method of Mantoux tests. 

K. Hajos: Symptoms of past or present tuberculous infection were 
found in 21 per cent of asthmatics. Three and three-tenths per cent of 
cases of intrinsic asthma showed their first manifestation after tuberculous 
infection. Based on these findings, Gluck’s view must be disputed, and 
tuberculin therapy used with caution. Tuberculin treatment cannot be mere 
fever-therapy, for which we have better-controlled methods. Tuberculin- 
treatment has its well-established indication and should be taken as specific 
desensitization, applying small doses. Fever-therapy in tuberculous pa- 
tients may be dangerous. 


PSYCHOSOMATIC ASPECTS OF BRONCHIAL ASTHMA 
4, a By K. HAJOS, M.D. 


Psychosomatic relationships may be established by exact history-taking 
and detailed examination. Hence, in order to discover the psychic back- 
ground, 1300 asthmatic patients were interrogated concerning the circum- 
stances inducing the first asthmatic attacks. In 141 cases (11 per cent) 
the first attack followed nervous states, psychic excitement and depletion, 
while endocrine factors, with psvchic and vegetative stimuli, caused the 

Presented at the meeting of the Medical Association of Budapest, March 19, 1948. 
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first attacks in sixty-two cases. In 723 cases, the first attacks followed in- 
_ fluenza, severe colds and infectious diseases. It is striking that during 


_ deprivations of wartime, such as bombing, deportation, and ghetto-life, 


the majority of asthmatic patients felt well, which is due to the dimin- 
ished functioning of the entire autonomic nervous system, and of the 
psyche. 

For our understanding, emphasis of the great importance of the psycho- 
somatic relationship, as correctly applied, and not dogmatic psychotherapy, 
seems to be advisable. Persuasion, psychagogy, suggestion attached to 
breathing-exercises, and even psychoanalysis are rarely recommended. 

Physical immuno-biological effects and psychotherapy must always be 
associated. The new therapeutic view unites different methods and ex- 

cludes both one-sided immuno-biological or psychiatric theories. Allergic 


_ diseases can only be treated with knowledge and correct estimation of both 


somatic and psychic factors. 


| METHYL THIOURACIL TREATMENT OF BRONCHIAL a 


By MARY-KATHARINE HAJOS, M.D. 


After correct estimation of history-taking, psychic and physical influ- 
ence, effect of drugs, and clinical picture, seven asthmatic patients with 
hyperthyroidism had been treated with Basethyrin Richter (4-methyl- 


- thiouracil). Treatment lasted for several months, and gave satisfactory 
_ results in relieving both symptoms with the minimum of side-effects. No 


allergic reactions to the drug were noted. Generally, Basethyrin alone was 
sufficient in treatment, but in severe congestion, combined strophantine and 
theophylline therapy increased the effect of both. 


— 
TESTING FOR IDENTITY AND PURITY OF POLLEN EXTRACTS fe 
& 
(Continued from Page 755) 
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HUNGARIAN MEDICAL TRADE UNION, SECTION OF ALLERGISTS 
OF THE SECTION FOR CLINICAL MEDICINE 


Abstracts of Lectures Presented Centennial Week, September 4-12, 


ALLERGIC RELATIONSHIPS OF DISEASES OF THE ALIMENTARY 
TRACT 


PROF. DR. B. FORNET 


A LLERGIC origin in gastritis may be proved by clinical symptoms ap- 
pearing after allergen administration, hyperergic response of the mucosa, 
and presence of eosinophile cells. Generalized symptoms may appear in 
other organs. Desensitization and adrenaline give good results in treat- 
ment; cutaneous tests are positive. 

Gastric ulcers of allergic origin are based on inherited disposition. 
Eosinophile cells and Charcot-Leyden’s crystals in colica mucosa, re- 
covery after ulcerative colitis from shock therapy, acute gastritis elicited 
by otherwise nontoxic agents, prove allergic origin. Occasional alimentary 
intolerance, allergic salvarsan and atophan toxicoses elicit allergic hepatitis. 
Anaphylactic experiments prove occurrence of allergic pancreatitis and 
pancreas necrosis. Pathologic permeability of the digestive mucosa and 
infectious enterocolitis may lead to allergic manifestations of other organs. 
Deficiency diseases may improve allergic complaints. 


CONTRIBUTIONS TO CHEMICAL INCITEMENT THEORY IN HYPER- 
SENSITIVENESS 


PROF. DR. I. WENT 

Biologically active substances creating anaphylactic symptoms may elicit 
anaphylactic phenomena after primary stimulation of various tissue-cells. | 
Reduction of histamine sensitiveness by repeated histamine injections failed 
to increase histamine tolerance. Introduction of antihistamines proved to 
be inefficient. Biologically and pharmacologically active substances linked 
with protein molecules produce antisera, inhibiting the active group; thus 
increasing histamine tolerance by means of immunization. Treatment with 
histamine antigen (histamine-azobenzol-azoprotein, synthetized in 1942) — 
protected experimental animals from toxic histamine doses and experimen- 
tal anaphylaxis. 


PHYSICAL ALLERGODERMATOSES 
PROF. DR. E. RAJKA 


Differential diagnosis of allergic skin manifestations elicited by physical 
agents and by chemical allergens are as follows: 
Mechanical agents and light act externally alone; thermical agents have 
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Sd internal effect as well. The physical agent reaches the stratum papillare of 
the intact skin; the reagin is linked to H-substances, Thermical agents 
may cause sharp-limited inflammation with additional distal effect via the 
lymphatic and blood streams. Passive transfer, im association with other 
allergic criteria, causes the allergo-physical process of fixed reagins. ; 


ACQUIRED SENSITIZATION OF LIVER EXTRACTS 
DR. G. GORTVAI 

_ Allergic reactions of parenteral liver-therapy are rarely severe. In- 
dividual specific desensitization following history and intracutaneous tests, 
is advisable. In case of protracted desensitization, folic acid treatment 
should be encouraged. Passive transfer proves presence of reagins in 
hypersensitiveness. Since 1933, two cases out of forty-seven developed é 
severe allergic reactions; seven of a milder degree. _ 4M 


RELATIONSHIPS OF ALLERGIC PAROXYSMS IN THE FEMALE ~ 
SEX CYCLE 
PROF. DR. K. HAJOS 


_ Auto-endogenous hormone-sensitiveness may cause allergic symptoms 
associated with changes of hormone level and external hormone adminis- 
tration. Hetero-endogenous hormones may act as allergens. 

Endocrine changes associated with the female sex cycle depend on al- 
lergic disposition and constitution, eliciting allergic paroxysms. Allergic 
symptoms are influenced by changes in endocrine functions through neuro- 

- hormonal control, via autonomic nervous centers. This influence lies in 
establishment, disappearance or modification of paroxysms. In several 
cases of periodical hormone secretion, x-ray castration, estrogenic sub- 
stances and progesterone improved symptoms. Sometimes, however, al- 
lergic paroxysms were inhibited by elimination of the central nervous 

= factors dominating endocrine balance with chloral hydrate and barbiturates. 

Allergic symptoms of pregnancy are associated with sensitization of the 

maternal organism by endogenous proteins (chorion, fetus). Towards the 

end of pregnancy, histaminase level rises in the blood-serum, Treatment 
with pregnant blood-serum improved allergic manifestations. —— 


on HORMONE ALLERGY 


DR. M. K. HAJOS 


Tests for hormone sensitiveness with estrogenic and androgenic hor- 
mones (progesterone, pregnanediol, estrone, testosterone, androsterone ) 
were performed in 107 cases of various allergic diseases, thus proving 
presence of hormone allergy with normal endocrine functions, and calling 
attention to its influence on diagnosis and course of treatment. 
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lorty-five cases showed positive reactions. Out of three cases of 
keratitis rosacea two were sensitive to progesterone, one to androsterone. 

Importance of the tests lies in definition of relationships of changes of 
endocrine functions and hormone levels. Cases of estrogenic and proges- _ 
terone sensitiveness were treated successfully with specific desensitization. 


‘ 
- ALLERGIC DISEASE OF THE HEART 
DR. B. LASZLO 


A great number of infectious diseases are based on allergic sensitization. — 
Susceptibility of myocardium and blood vessels to allergic reactions may 
elicit benign allergic myocarditis, such as late myocarditis in scarlet fever, 
with inflammation of the bundle branches. Streptococcal infection, ery- 
sipelas, and various foci may have the same effect. As regards treatment, 
the antigen has to be eliminated. Anti-allergic drugs and antihistamines 
may have a favorable influence on allergic myocarditis. Only cases of 


myocarditis with allergic criteria, positive skin tests and allergic symptoms 
are of allergic origin. 


DIABETIC DISPENSERS IN PREVENTION OF COMPLICATIONS — 


DR. D. SIMOR 
Statistical details of 1943-1945-1948 enumerate the complaints and com- | 
plications of taking patients to the dispenser. Allergic response to insulin © 


has been considered. The importance of treatment of diabetics lies in 
prophylaxis of developing complications. Association of asthma and dia- 
betes, skin diseases and diabetes, as well as insulin desensitization, has been 


controlled with special care. 


AN EVALUATION OF NEO-ANTERGAN IN DERMATOLOGY 


(Continued from Page 782) 


4. Feinberg, S. M.: Histamine and antihistaminic agents. J.A.M.A., 132:702-703, 
(Nov. 23) 1946. 


5. Hunter, R. B.: Neo-Antergan in the treatment of urticaria. Lancet, 1:672, 1947. | 


6. Last, M. R., and Loew, E. R.: Antihistaminic drugs and capillary activity. J. 
Pharm. & Exper. Therap., 89:81-91, (Jan.) 1947. 


. Loew, E. R.: Pharmacology of antihistaminic compounds. Physiol. Rev., 27 :542-_ 
573, (Oct.) 1947. 

8. Lowell, F. C.: The newer concept of allergy to drugs and bacteria. J.A.M.A., 

136 :665, (March 6) 1948. 


634 North Grand Boulevard (Tobias) 
539 North Grand Boulevard (Grindon) 


19 
* 
»* 
i, 
vP 
4’ 
7 


Editorial 


The opinions expressed by the writers of editorials in the ANNALS do not 
necessarily represent the group opinion of the Board or of the College. 


FOR THE SAKE OF UNIFORMITY 


The manuscripts which pass over the editors’ desks are gratifyingly 
uniform in their quality excepting for the occasionally very excellent and 


perhaps the rare not-up-to-standard paper. No two, however, are uniform 
in their use of abbreviations for units of measurement. Inches and 
centimeters, grains and grams often follow each other dizzily across 
_ the page to the despair of the editors, typesetters, proofreaders, and ulti- 
_ mate readers. Few authors have access to the Handbook of Chemistry 
and Physics. Since “order is Heaven’s first law,” it was deemed advisable 
to give this subject prominence by using the editorial page to list the 
abbreviations standardly used. Although the author is truly the final 
arbiter as to the units in which he wishes to describe his work, it would 
_ perhaps take little effort to bring papers on allergy into line with those 

in other fields of medicine and the physical and chemical sciences. 

In measuring linearly, as for example, the diameter of a wheal, the 
_ standard abbreviation for millimeter and centimeter are respectively 
_ written as mm and cm with no period between or after either of the 
two letters. The abbreviation is exactly the same for both the singular 
_ and the plural terms. The square millimeter and centimeter are preferably 
_ written as mm* and cm* for measuring areas. The approximate equiva- 
_lents for volumes are mm* and cm.’ For units of mass each term for 
_ either the singular or the plural is abbreviated as follows: kilogram (kg) 
gram (gm) milligram (mg) and microgram (ug) with micromicrogram 

When measuring concentration the widest variety of terms has been 
permitted, although standard usage is concisely clear. One mole per 
liter is described as M/L with a millimole per liter as mM/L. One 
equivalent per liter should be abbreviated as q/L, and a milliequivalent 
per liter as mg/L; for one gram per liter gm/L and one milligram per 
liter the terms gm/L and mg/L are self-explanatory. 

Weare so accustomed to writing “the red cell count was 5,000,000” that 
_ we may perhaps hesitate at the scientific “5.0x10°/mm*” for an erythrocyte 
count and ‘5.50x10*/mm*” for a leukocyte count; usage has so sanctified 
_ the colloquialism. On the other hand, there is little or no excuse for 
_what Ham* describes as that most confusing of terms “mg%.” Its exact 
_and only significance must be taken as milligrams of something in each 


*Ham, T. H.: Laboratory data in clinical medicine. New England J. \Med., 241:488, 
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hundred milligrams. The true abbreviation is therefore mg/100 ml or, 
when it applies, mg/L. 

The author who uses the standard nomenclature will not only make 
his meaning more clear but will avoid the possibility of error due to 
the changes which must necessarily be made by those who must see his 
typescript through the steps of forming it into an acceptable printed 
page. He will also have the satisfaction of feeling that his readers will 
all know exactly what he is talking about. 


CHRONIC ULCERATIVE COLITIS—AN ALLERGIC DISEASE 


(Continued from Page 751) 


® 


— W. C.: Are antispasmodics of much value? Gastroenterology, 12 :155, 
9. 

Andresen, A. F. R.: The treatment of ulcerative colitis. M. Times, New York, 
41 :299, 1933. Also: Ulcerative colitis—an allergic phenomenon. Am. J. Digest. 
Dis., 9:91, 1942. 

. Auer, J.: Proc. Soc. Exper. Biol. & Med., 17:93, 1919. 
. Bargen, J. A.: Treatment of ulcerative colitis with salicylazosulfapyridine 
(Salazopyrin). M. Clin. North America, 33:935, 1949. 

Bargen, J. A.:. The Modern Management of Colitis. p. 163. Springfield: C. C 
Thomas, 1943. 

. Gray, I., Harben, M., and Walzer, M.: The allergic reaction in the passively 
sensitized mucous membranes of the ileum and colon in humans. J. Allergy, 
9 :394, 1938. 

. Gray, I., and Walzer, M.: ‘The allergic reaction in -" punts sensitized 
rectal mucous membrane. Am. J. Digest. Dis., 4:707, 

Machella, T. E.: Significance of hyperalimentation in cau of chronic 
idiopathic ulcerative colitis. Am. J. Med., 7:191, 1949. 

Mackie, T. T.: The medical management of chronic ulcerative colitis. J.A.M.A., 
111:2071, 1938. 

. Marks, J. A., Wright, L. T., and Strax, S.: Treatment of chronic non-specific 
ulcerative colitis with aureomycin. Am. J. Med., 7:180, 1949. 

Rowe, A. H.: Gastrointestinal food allergy. J.A.M.A., 97 :1440, 1931; Journal- 
Lancet, 56:120, 1936. Also: Clinical Allergy, Philadelphia: Lea & Febiger, 
1937. 

Rowe, A. H.: Seasonal and geographic influences on food allergy. J. Allergy, 
13:55, 1941. 

. Rowe, A. H.: Chronic ulcerative colitis—allergy in its etiology. Ann. Int. Med. 
17 :83, 1942. 

. Rowe, A. H.: Elimination Diets and the Patient’s Allergies. 2nd ed. Philadel- 
phia: Lea and Febiger, 1944. 

. Rowe, A. H.: Delayed healing of abdominal wounds. West. J. Surg., 54:313- 
316, (Aug.) 1946. 

. Rowe, A. H.: Dermatitis of the hands due to atopic allergy to pollen. Arch. 
Dermat. & Syph., 53 :437-453, 1946. 

. Rowe, A. H.: Discussion of chronic ulcerative colitis. J.A.M.A., 134 :346, 1947. 

: Rowe, A. H.: Chronic ulcerative colitis, its allergic aspects, and treatment. Fall 
Graduate Course in Allergy, American College of Allergists, Nov. 9-12, 1948. 

. Rowe, A. H.: Fever due to food allergy. Ann. Allergy, 6:252, 1948. 

. Rowe, A. H.: Symposium on chronic ulcerative colitis. California Med., (Jan.) 
1949, 

Svartz, N.: Salazopyrine, a new sulfonamide preparation : therapeutic results in 
rheumatic polyarthritis. Acta med. Scandinav., 110:577, 1942. 

22. Wohl, M. G.: Dietotherapy. p. 710. Philadelphia : W. B. Saunders & Co., 
1945. 


2040 Summit Street 


NoveMBER-DECEMBER, 1949 


| 
a 
a 
i 
> 
& 


MISCELLANEOUS ALLERGY—1949 


Critical Review of the Literature 


Z L. J. HALPIN, M.D., F.A.C.A. 
Cedar Rapids, Iowa 


In past years, the subject matter of this miscellaneous review has been divided 
into separate components and the discussion has followed this same trend. Of 
necessity, some mention has been made of important and interesting papers which 
have been cited and reviewed by other reviewers for ANNALS oF ALLERGY. In the 
following few pages an effort has been made to avoid such duplication and to 
offer only those words which rightly belong in this miscellaneous category and 
which, because of the subject, probably would be omitted from the other specified 
groupings. An apology is therefore extended to the authors whose works otherwise 
might have been included and to the reader who might herein expect to find mate- 
rial more closely identified with some other particular phase of allergic manage- 
ment. 

That the practice of allergy is not all song and dance has been aptly proven by 
the report of Blanton and Sutphin.® The honesty of the authors is to be com- 
mended. All of us in the practice of this specialty depend to a great extent upon 
the reaction of tests being recorded as positive or negative. Yet these authors 
have demonstrated that negative skin tests cannot be overlooked even though their 

report is one of a fatality. Their patient was a fifty-seven-year-old asthmatic 
woman who had been previously examined and tested with positive reactions to vari- 
ous inhalants and pollen. Control of the asthmatic symptoms had been accom- 

_ plished with oral medication. Preliminary scratch tests had failed to give positive 

reactions on this occasion, so intracutaneous testing was begun. The site of the 
testing was the back. Marked, generalized complaints of allergic shock were 
experienced by the patient after fifty-six tests had been injected. Death occurred 
within a very short time, and at the interval, all tests were thought to have been 
negative, although no real effort had been made to record the degree of reaction 
accurately. Autopsy findings showed both lungs to be markedly voluminous and 
in a state of constant inflation. Subpleural hemorrhages were found in association 
with submucous hemorrhages in the trachea and bronchii. Obstruction and occlu- 
sion of the bronchial tree were in evidence with edema of the mucous membrane 
which had infolded as a result of the intense spasm. Such unfortunate happenings 
are extremely unpleasant to experience, and each allergist should abide by the rule 
that conservatism in all respects is a valuable adjunct to each procedure. The 
danger of skin testing is further emphasized by the report of Rosen.!°3 Symptoms 
of generalized reaction and collapse were noted in a female patient a few minutes 
after the introduction of 0.05 c.c. of a stock solution of streptomycin in intradermal 
manner. She‘had had a rash on the dorsum of her hands and on her fingers 
for several months. Though she had had no previous therapy with penicillin or 
streptomycin, she had been exposed to contact with each drug. Recovery from 
the reaction was obtained with emergency measures, and eventual passive trans- - 


fer studies revealed only a moderate reaction to streptomycin. These unexplained 
_ violent responses are particularly upsetting, to say the least, to the physician in : 
charge. 


A fatality following the use of a protein digest 


(Amigen) has been the subject 


ANNALS OF ALLERGY 


i, 
Progress in Allergy 
| 
| 


ALLERGY 


of a report by Coppinger and Goldner.23 The hypersensitivity reaction occurred 
immediately after the administration of not more than 4 c.c. of Amigen, with 
death following in a period of sixty minutes with all the classical signs of anaphy- 
laxis present. Subsequent to abdominal surgery for a bleeding ulcer, this forty- 
four-year-old man was given Amigen solution, 5 per cent in 5 per cent glucose. 
Immediately the patient became apprehensive and complained of respiratory diffi- 
culty. The infusion was stopped with only 4 c.c. having entered the vein. The 
signs of reaction were progressive, with death occurring with the onset of 
pulmonary edema. Passive transfer tests were done with the patient’s serum with 
the blood having been removed from the auricle at autopsy. These tests were 
positive. The authors suggest that all patients should be previously tested before 
the administration of protein digests parenterally. Equally unfortunate in its over- 
all coverage is the editorial! concerning the present status of graduate education 
in allergy. A recent survey has shown that in the United States there are only 
seventeen institutions which offer adequate training in the specialty of allergy. Of 
these seventeen, only twelve of them are council approved. It is the suggestion 
of the committee that all institutions group their medical subspecialties for post- 
graduate training. The fact was also lamented that the better types of residents 
and postgraduate students were not being sufficiently exposed to the allergic dis- 
eases and their control, with the result that few of the so-called top personnel were 
entering the study of allergy as a method of practice. 

Present-day aspects of allergy is the subject of an interesting discussion by 
Salmon.1°! He reviews the highlights in the development of present knowledge of 
allergy. Mention is made of the anaphylactic studies of Sewall in 1882 with various 


incidences involved in the progress of this specialty to the present standards. — 


Though the care of the allergic patient will demand the efforts of the specialist in 
many instances, the man in general practice has the opportunity to relieve much 
suffering and to make the diagnosis in many instances. Bullen15 emphasizes the 
importance of the history in making an allergic diagnosis. He presents a very 
sensible approach to the various methods of skin testing and offers an answer to 
his title question, namely, what should the general practitioner do about allergy? 
The author feels that the nonspecialist may undertake the necessary diagnostic 
studies and carry out the indicated therapy. This answer may be fraught with a 
pitfall or two. The general practitioner may also refer the patient for study and 
complete the treatment in his own office, which to this reviewer would seem to 
be the most sensible if the referring physician does not care to refer the problem 
in its entirety for investigation and treatment. Simon'!3 has a very good discus- 
sion of the basic principles of the allergy investigation. He presents a paper con- 
cerning the specificity of the allergic reaction and mentions the usual management 
of the various allergic diseases—in addition, a few paragraphs suggesting an allergic 
basis for acute rheumatic fever, chronic arthritis and a few of the other presently 
unexplained conditions. Though skin testing is an important part of the allergy 
investigation, the history, examination and laboratory tests are necessary components 
of the complete program. . Such is the advice of Spain1!5 who feels that environ- 
mental correction for the allergic patient is a necessity. He has informed the ear, 
nose and throat practitioner in the details of recording an accurate and important 
history. Because these physicians will see the reactions, Spain also has discussed 
for them the signs, symptoms and therapy of drug reactions with advice concerning 
the serum sickness type of reaction. The concept that the “asthmatic state” is a 
constitutional factor is adequately supported by Rackemann in his annual review.%® 
Such an attitude explains to a great degree the tendency in predisposed persons to 
develop one or more allergic diseases. McGee7® feels that these allergic tendencies 
and trends may be recognized in the first year of life. Such recognition should 


lead the physician to careful addition of foods to the diet, with each food being 
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added singly, and no further additions until a three- to five-day waiting period 
_ for possible reaction has been accomplished. He finds it rarely necessary to skin 
test infants under the age of one year. In general, better results in therapy can 
be expected in children than in adults, and this is no doubt due to the better co- 
- operation obtained from the adults as parents than as patients. With the thought 
that the pathologic condition in allergy is reversible, McGee is encouraged by his 
- management of pediatric allergy problems. Ratner®? has written that allergy may 
develop in children whether they are born into allergic families or to non-allergic 
- families. All individuals are potentially capable of developing sensitivities. Fetal 
- sensitization is possible in view of the ability of antigens or antibodies to be trans- 
_ mitted through the placenta. He recognizes the acquisition of hypersensitivity to 
_ be dependent upon constitutional or other factors peculiar to the individual. In addi- 


tion, the amount of the antigen to which the patient is exposed is of importance. In 
Ratner’s opinion, the quantitative factors are of greater concern than are the quali- 
tative ones. Dietary regulation, environmental management, control of drug and 
serum therapy and reduction of recurrent pathogenic infections are important 
preventive measures to be accomplished. Skin testing in any age of patient 
is hardly worthwhile in drug allergy. Sherman!!2 is of the opinion, and has the 
agreement of this reviewer, that an accurate history is diagnostic of drug sensitivity. 
Patch testing is occasionally of value, but the scratch and intracutaneous methods 
of testing are without value in an attempted diagnostic measure. 


The usual estimate on the number of allergic patients in the general population 
has been recorded as 10 per cent. This figure can be accepted for most purposes, 
and is representative of the extent of clinical allergy. Prickman®? states that the 
remaining 90, per cent may be sensitized under certain circumstances. This is par- 
ticularly true with the administration of antitoxins, serums, penicillin or sulfona- 
mides. Such reactions may be delayed or immediate in character. There is no 
sharp dividing line between the allergic and the nonallergic individuals. Prickman 
feels that the allergic reaction is a matter of threshhold, with this factor being 
lowest in the clinically allergic person. True allergic reactions are consistent and 
must meet the established criteria: symptoms must result from natural contact with 
a substance not provoking symptoms in the majority of individuals; the symptoms 
must disappear when such contact is avoided or prevented; and the original reaction 
must be reproduceable at will. He considers the allergic reaction to be a defensive 
process, with the symptoms being a resultant expression of contact with a noxious 
substance. “Failure to arrest allergic disease can be due to deficiencies in our 
understanding of the condition or to sins of omission or commission on the part 
of the physician who treats the patient.” With such words, Cohen and Abram!® 
present case histories illustrative of the reasons for lack of relief and improvement 
in the common allergic diseases. In their classification, mistaken or incomplete 
diagnosis is of the most importance and interest. Some patients considered as 
allergic are not truly in this status. Hence no improvement on allergic manage- 
ment can be expected, but often is anticipated. The symptoms may be initiated by 
allergy but continued by some other organic or emotional factor, the importance 
of which leads to continuation of symptoms in spite of supposedly adequate therapy. 
The failure to find the specific cause of the allergic symptoms is too frequently en- 
countered. Inadequate therapy is one of the most important of Cohen’s failure- 
clauses. If adequate co-operation of the patient cannot be obtained, then failure 
to improve will be the result. A word of caution should be extended to many 
physicians in this regard—the patient cannot be blamed for all failures of therapy! 
In many instances, the lack of proper explanation to the patient on the part of 
the attending allergist will result in the inability of the patient to adequately avoid 
the cause of the symptoms, even though such cause has been found, recognized and 
proven. Too much dependency on skin test findings alone will result in the failure 
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of the patient to show improvement. Similarly, the failure to appreciate the patient 
as an entity and to plan his management accordingly will meet with unpleasant — 
therapeutic outcome. 


The allergy factor in disease has been discussed by Cooke.?2 All manifestations 
resulting from antigen-sensitized cell reactions are included as allergic diseases. 
“Immediate” type of allergic response is shown by the reactions to air-borne aller- — 
gens, as pollen, danders and dust. “Delayed” type of allergic response is shown 
by the tuberculin flare and is inflammatory in character. The antibodies, usually 
found in the globulins, are stimulated by contact of free cells with antigens. 
These antibodies may be beneficial, as in antitoxin, or their presence may be a 
liability as evidenced by allergic symptoms. Cooke states that there is still need 
for further study to prove or to disprove that sensitizing (allergic) and protective 
(immune) antibodies are the same. Histamine theory has failed to explain the 
delayed type of allergic response. He also has discussed the prevalence of allergy 
as a basis fcr the study of the pathogenesis of diseases of unknown cause—rheu- 
matic fever, rheumatic arthritis, periarteritis nodosa, scleroderma, sarcoid, multiple 
sclerosis and the entire group of erythemas and purpuras. Cooke is a recognized 
advocate of his theory of the “earlier the removal of foci, the more satisfactory 
the results will be.” Lesions affecting connective tissue have caught the attention 
of several authors. Duff3° describes in detail the characteristics of connective tissue 
and the pathologic sequences seen in the various diseases—those mentioned above 
as of unknown origin. He postulates that a variety of factors, including hypersen- 
sitivy, may lead to the release of enzymes in ccnnective tissue followed by destruc- 
tion of collagenous and elastic fibers and to changes in the intracellular ground 
substances. A common etiology cannot be implied by similar morphological lesions. 
Criep?> feels that hypersensitivity and collagen disease are often somewhat related. 
Serum sickness, which is a manifestation of allergy, is often characterized by colla- 
gen disturbance. More weight is added to this concept with the induction of 
periarteritis nodosa in. both man and animals following the administration of sul- 
fonamides or foreign sera. The clinical manifestations of rheumatic fever can be 
reproduced experimentally by sensitization. He adds a word of warning that it 
should not be assumed that the presence of collagen changes in man are necessarily 
and always caused by hypersensitivity. He echoes the views of the above authors 
that a common pathology does not necessarily bespeak a common etiology. In this 
same regard, Estrada de la Riva5advances a theory considering the disease, tropical 
eosinophilia, as an allergic reaction rather than as a nosological entity. He has 
shown that the allergic reaction is one of the organism to embryonic elements, 
extrinsic or intrinsic, with the hematopoietic system as shock tissue. 

Occasionally periarteritis nodosa may be prolonged and not fatal. This is the 
standard of King®® in his description of his patient with recognized and histologi- 
cally proven lesions. A nonfatality over a pericd of more than two years is an 
oddity, to say the least. This patient, however, had asthma and arthritis of four 
years’ duration with hospitalization necessary on several occasions. Eosinophilia 
varied from 8 to 54 per cent on several examinations, but at no time was there 
any evidence of renal involvement nor hypertension. Though the eosinophilia con- 
tinued and she developed painful skin nodules from time to time, the course of 
the disease was followed over a pericd of many years. Gelfand and Aronoff3* 
found that in their fourteen reported cases, 57 per cent had associated bronchial 
asthma. There was a noticeable rise in the incidence of periarteritis nodosa after 
the introduction of sulfonamides. In review of hospital records, they have recorded 
that there were relatively few cases in the years preceding the use of chemotherapy. 
In their fourteen cases, eosinophilia over 10 per cent was noted in 43 per cent of 
patients. The usual textbook picture of periartertis nodosa lays stress on the 
cardiac, renal and pulmonary aspects of the disease. Ralston and Kvole%? could 
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find only one instance wherein hypertension was menticned by the author. The 
kidney has been found to be involved most frequently with the vascular inflam- 
matory lesions being the most characteristic pathological change. These authors 
have studied thirty cases with respect to the clinical evidence of renal damage; 
twenty-five of twenty-eight showed very early abnormal urinary findings, with the 
most common change being an early albuminuria; twenty of twenty-nine showed 
hypertension. The above prolonged instance of periarteritis nodosa gains in clinical 
rarity when it is reported that the average duration of illness in these thirty patients 
was found to be twelve months, with twenty of the thirty patients expiring within 
two to eight months after the onset of the symptoms. Again, it is emphasized 
that the site of the involvement is of utmost importance. It is concluded by 
Ralston and Kvole that there is no consistent correlation between the clinical 
evidence of renal damage and the specific patholcgical types. Well-distributed ab- 
dominal pain was the most frequent symptom noted in a study of thirty cases by 
Wold and Baggenstoss.!°° Five cases showed no lesions in the abdominal viscera 
although the complaint of abdominal pain was the most prominent symptom. 
Sweeney and Baggenstoss!2° found eight cases of lung involvement with arteriolar 
and parenchymal lesions. Fifty-two per cent of the cases studied had complaints 
of peripheral neuritis, as reported by Parker and Kernohan.88 Eight cases had 
mononeuritis multiplex, but in seven instances the pattern was symmetrical multiple 
neuritis which clinically did not differ from infectious polyneuritis. 


Harris and Laws5® offer clinical and experimental proof that periarteritis nodosa 
has an allergic reaction as its base. If this disease is to be classified as an allergic 
disease, then several criteria must be met: perivascular infiltration with a fair 
percentage of eosinophiles and polymorphonuclear cells, edema of the vascular walls, 
fibrinoid necrosis and the variable factor of eosinophilia. The acute stage of the 
disease is manifested by an acute inflammatory infiltration reaching any of the 
three layers. Involvement of only one side of the vessel—segmental involvenient— 
is characteristic of periarteritis nodosa. They feel that with better diagnostic work, 
the rate of recovery will increase. This reviewer again calls attention to the 
above remarks regarding the location of the lesions as an index to the rate of recovery 
or fatality. Gratifying clinical results in the therapy of rheumatoid arthritis have 
been reported by Rockwell.1°2 In a series of fifteen adults, only two patients 
have failed to show improvement with the intravenous use of histamine, according 
to the principles of Prince, which produces a generalized flushing on administra- 
tion. Some of the cases were given prolonged acting histamine in the form of 
ethyl histamive carbonate. Pain usually disappeared with therapy, and swelling 
was usually absent in three to six weeks. Blood sedimentation rates returned to 
normal within three to six months. He feels that the predominating pathological 
finding in rheumatoid arthritis is an impairment of the capillary circulation by a 
constricted capillary bed. In addition to the histamine therapy, bacterial sensitiza- 
tion and the removal of offending foods were adjunctives. Though he considers it 
unwise to attribute the entire syndrome of rheumatoid arthritis to food allergy, 
Zeller132_ presents four interesting problems in which dietary management was 
beneficial. Skin tests, both scratch and intradermal, were of relatively little value. 
The most effective and direct diagnostic aids were the food ingestion tests and 
the white blood cell response determinations. Concomitant allergic findings, a posi- 
tive family history of allergy, positive skin test and passive transfer tests, blood 
eosinophilia, and x-ray studies are a few of the reasons for classifying some 
cases of arthritis as having an underlying allergic hypothesis. This is the 
opinion of Miller’ in his presentation of three cases of allergic arthroses. <A 
table is presented in offering a differentiation between allergic and nonallergic 
arthritis. 


The subject of gout has been presented from the allergic standpoint by Hark- 
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avy.5!_ He feels that heredity is an important factor in the production of the 
disease. Differentiation from other forms of arthritis can be served by the fre-_ 
quency of hyperuremia. He feels that the patient with gout may have an hereditary — 
defect in his purine metabolism. There have been no previous reports of pollen — 
or the synergistic effect of pollen and foods having any effect upon the initiation — 
of the symptoms of gout. Harkavy reports three cases in detail in which it was 
possible to precipitate gout by allergic excitation. The ingestion of purine-and-fat 
containing foods was met without incident unless sensitizing substances were present. 
In one reported case, the symptoms were coincidental with the cnset of the pollen | 
season, and subsequently symptoms could be reproduced with pollen injections. 
This was true if wheat, one of the offending foods, were in the diet or if the — 


pollen were in the air. Bacterial sensitization in two of the three cases suggests — 


that the swelling in these instances was due to a vascual tissue reaction mediated | 
by similar allergic mechanisms. 


That desensitization is superfluous in insulin allergy is the contention of Hult and — 
Jorpes.58 They state that thoroughly purified insulin is tolerated by all diabetics. 
Even though some symptoms of sensitivity may be expressed, such conditions 
are lost after a continuation of the insulin for several weeks. Any difficulty can — 
be obviated by using recrystallized insulin. They do feel that it is conceivable that | 
a few extremely hypersensitive patients may become sensitive to the insulin — 
protein. A “new concept in the treatment of allergy” presents a bit of discus-— 
sion upon Ethylene Disulfonate. Ketcham®! demonstrates that there are three — 
paths for the chronic asthmatic or allergic patient to follow once he has been — 
treated with this drug. These paths lead to good improvement, exacerbation of 
symptoms or no relief. The preparation of the patient, with avoidance of to- — 
bacco, alcohol, opiates, barbiturates and a few other materials is stated to be im-_ 
portant. The reason for such avoidance seems to be that these products “have a _ 
tendency to inhibit dehydrogenase and the oxygen carrier system.” The majority of | 
reports concerning the use of this drug continue, as in the past, to state that — 
Ethylene Disulfonate is without value in the treatment of the allergic patient. — 
Phillips®® found that 118 women between the ages of twelve and sixty years reacted 
negatively to a 1:5 dilution of Synapoidin. Twenty-five had positive reaction, with 
one patient showing shock symptoms from an intramuscular injection. The 
active allergen resides in the anterior pituitary hormone or its combination with 
chorionic gonadotropin. Antuitrin-S was used as a control test. Maximum dos-— 
age was 0.3 c.c. given intradermally twice monthly; thirty-five of forty-nine patients 
were completely relieved. Any dosage did not exceed the point of relief. 


Thomas and his co-workers!23 have found that urticaria was the chief reaction | 
to penicillin therapy in about 10,000 cases of syphilis. It occurred in about 
2.5 per cent of the patients treated. The reactions were delayed in type, for the 
most part. This did not prevent the continuation or the resumption of therapy — 
in the majority of treated patients. Another reaction, less frequently encountered, | 
was an exacerbation of the secondary: lesions of syphilis. This usually was noted — 
at about the sixth to the tenth day following the institution of treatment. Lesions 
similar to an acute fungus infection, but with no demonstrable fungus found, | 
were also noted as part of the penicillin reaction. Though the urticaria seemed to 
be recurrent over a period of several months, there was no noticeable permanent — 
penicillin sensitivity demonstrated or reported. Treatment of pernicious anemia 
has brought to light specific instances of liver extract sensitivity. Malmros and 
Herner®® desensitized two patients who had developed neurological lesions, and 
treatment with injectable liver extract could be continued. Fifteen other patients 
were adequately treated with folic acid and a stomach-liver preparation. It is an 
nized in general medicine that the use of folic acid is not to be accepted as ade- 
quate therapy in place of liver extract because of the failure of the former sub- 
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stance to affect neither the neurological lesions nor the progress of these symptoms. is! 7 


During the past two years, this reviewer has had the opportunity of treating three — 

cases of cold hypersensitivity. This may not seem unusual until it is learned that | 
all three patients originated in the same part of the state and had their residences 
within three miles of each other in the country. They were not acquainted nor 
related. One of these three had symptoms to the degree of shock and collapse on 
an occasion when he was in the process of draining a small pond on his farm. 
Though his history of periodic swelling and urticaria upcn exposure to cold had 
extended back into childhood several years preceding this severe attack, no accu- 
rate nor causative diagnosis had been made. Mullinger and Bogoch®5 report a severe 
case of cold hypersensitivity in a young woman who developed syncope while “¥ 
swimming in cold water. She was well controlled with Benadryl orally, in con- 
trast to the personal experience in the three cases cited above. The benefit from 
this drug, however, was only transient, as the effect was dissipated within thirty- 
six hours. Histamine and cold desensitization were met with failure, which is in 
agreement with the reviewer’s experience. These three patients have been com- 
fortable while spending the cold Iowa winters in the South or Southwest. In this 
climatic regard, Schutzbank1°8 has reported that 72 per cent of the patients coming 
to Arizona because of allergic disorders were the recipients of relief. Of 100 
asthmatic patients, seventy-four received from 50 to 100 per cent relief. As a rule, 
the patient with an intrinsic bronchial asthma and a chronic sinusitis did not fare as 
markedly. In selected cases, the author felt that a change of climate should be 
recommended but that this advice should not be given to any and all allergic pa- 
tients. The psychic aspect of the change may be more important than the climatic 
consideration. Arizona is dry and it has been stated that the dust-sensitive patient 
does not do as well there as in other regions. Stevenson11® recommends the south- 
ern third of Arizona for the patient desiring abundant sunshine, warmth and little 
rainfall. Seasonal changes in that locality are seldom a noticeable source of dis- 
tress to any patient. In contrast to the above climatic report, this author reveals a 
that all forms of sinusitis, bronchitis and bronchial asthma are the receivers of . 4 
health and happiness. He does state, however, that the infectious type (intrinsic?) 
of bronchial asthma will be relieved only after a period of several months or years ; 
in the Arizona atmosphere. 


» 


It has been often remarked, though far from accurately recorded, that only the 


so-called higher type of patient will find time to have allergic complaints. McAl- — 
lister and Hecker?5 have reviewed a control group of 757 personnel and a test 
group of 1,875 psychiatric patients. Among the controls the survey was made — 
during a ragweed season, and 21 per cent revealed major allergies, with 13 per — - 
cent having physical signs at the time of survey. The majority of the test group 3 
cent, with physical signs of such hypersensitivity being demonstrable in 2.9 per cent. 
They wisely conclude, therefore, that the incidence of allergy is definitely less in 

the psychotic group. 


> 


were definitely psychotic, with the incidence of allergy by history being 5.7 per 


Unrecognized allergic symptoms are often the causes for tonsil and adenoid 
removal. This has been brought forth by an article well written by Clein.18 Fol- 
lowing surgery, the mother usually returned with the child still having a good 
degree of nasal congesticn and stuffiness—the original reason for the operation! 
All too often the diagnosis of allergic rhinitis is made postoperatively. In 27 per 7 
cent of Clein’s reported instances, the patients who complained of lymphoid tissue 
regrowth were actually undiagnosed, untreated allergic children. A regrowth of 
lymphoid tissue was present in only 3 per cent of the investigated, treated group 
of children. It cannot be emphasized too strongly—and certainly anyone suf- 
ficiently interested in allergy to read this review does not need the advice—that the 
removal of the tonsils and adenoids does not relieve the symptoms of aller- 
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gic disease. The asthmatic patient presents the greatest problem as far as 


anesthesia is concerned because of the difficulty in breathing, increased pulmonary 


secretions, edema and congestion. Brenneman!® feels that each of these patients 
should be well oxygenated. Ether abolished vagal reflexes and relaxes the bron- 
chial musculature because of its sympathomimetic action. Rate and depth of res- 
piration are increased with ether anesthesia by virtue of its stimulating effect on 
the respiratory mucosa. He feels that ether for these reasons, is the most 
useful agent. Nitrous oxide, ethylene, cyclopropane and others seem to be satis- 
factory, but Pentothal Sodium, because of its parasympathomimetic action, has a 
tendency to cause bronchial constriction. Seldom is there a reported instance of 
hypersensitivity to any of the inhalant anesthetic agents, although cyclopropane 
sensitivity is not uncommon. A great deal of the success of anesthesia in the 
allergic patient depends upon proper preparation of the patient, selection of the 
correct medication preoperatively and the choice of the anesthetic agent and tech- 
nique. Substantiation of Coca’s nonreaginic allergy is given impetus by Meyer.® 
He presents evidence to show that the pulse dietary method of diagnosis is a dis- 
tinct weapon in the hands of the allergist. He feels, however, that it is too time- 
consuming for routine usage and has substituted intravenous histamine as the 
answer. 

During the past two years, the attention of most allergists has been drawn to the 
public hearings held in Washington, D, C., in November, 1947, and January, 1948. 
These hearings were in regard to the possibility of allergy to cottonseed oil and the 
edible derivatives of this and other oil seeds. The testimony of the expert witnesses 
—G. T. Brown, R. S. McGrath, H. S. Bernton, J. H. Mitchell, K. D. Figley, M. H. 
Loveless—has been compiled in book form and published by the National Cotton- 
seed Products Association, Inc. of Memphis, Tennessee.122 If obtainable, the pleasant 
reading of the valuable material contained therein is an evening well worth the 
time of any allergist. Most of us have been in the habit of informing our cotton- 
seed sensitive patients that they must, for fear of alarming reactions, avoid all 
products containing “vegetable oil.” The average manufacturer does not differen- 
tiate between the edible oils and has found it convenient and practical to label any 
oil-containing product simply as such. This testimony should put an end to what 
Bowen’? has described as an allergic ritual. Figley, one of the above testifying 
expert witnesses, has reviewed the material and presented it for general consump- 
tion. He has verified the fact (quoted by Bowen) that there is not a single re- 
ported authentic case of cottonseed oil sensitivity. In the one or two instances where 
such confirmation was in doubt, the suspected oil-sensitive patient was found to be 
nonreactive when the material was given and tested under controlled conditions and 
in masked form. It is accepted that the amount of protein in cottonseed oil is a 
negligible fraction. Figley has reviewed the above testimony in his presidential 
address.36 Allergenic sensitivity to the water-soluble protein fractions of the vari- 
ous oil-producing seeds is common and severe. This should not be taken as an 
indication of oil sensitivity, however. The causative factor of any oil sensitivity must 
be some substance other than the water-soluble proteins of the producing seed. 
Additional evidence in published form is shown in the article by Bernton, Coulson 
and Stevens. They describe two patients who were sensitive to the water-soluble 
protein of cottonseed. One of these (a physician) maintained that any contact with 
cotton would produce allergic symptoms and that the ingestion of cottonseed oil 
was followed by gastrointestinal symptoms. Masked feedings of several unlabeled 
(except for identification number) oils did not furnish adequate evidence of cotton- 
seed oil sensitivity, in that the patient could not distinguish which oil was incrimi- 
nated in his history. The authors feel that such controlled experiments fail to 
reveal any association between the water-soluble protein sensitivity and the clinical 
sensitivity to edible cottonseed oil. 
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In this same regard, there has been much discussion and debate concerning the 
sensitivity a patient may have for the parent source of other oils as contrasted 
to the specific oil sensitivity. Wolf!3! has inquired regarding the suspected sensi- 
tivity possessed by his patient for sesame oil. This was experienced and suspected 
upon injection rather than ingestion. Stenbuck!7? feels that his patient is responsive 
in an allergic manner (migraine) to the ingestion of corn and corn starch, but 
that no reaction could be elicited upon the use of corn syrup. Cazort!® has care- 
fully tested a suspected case of oil sensitivity, but more will be stated concerning 
this problem in a later paragraph. Detwiler?® has disagreed with the established 
principles of Randolph and Rinkel in their method of determining food allergy. 
Though he feels that skin testing for foods is most unreliable, this author is of the 
opinion that an elimination routine is the one of choice. He places his patients upon 
an exclusively milk routine and adds foods as they seem to be indicated. 

On August 3 and 4, 1949, there was another public hearing before the Federal 
Security Administrator. Though this was termed the “Bread Hearing,” the de- 
cisive testimony concerned the likelihood of a patient being sensitive to corn and to 
the corn products or derivatives. Randolph testified that recognized sensitivity had 
been determined for corn starch as well as for the whole corn product. He was 
in favor of proper labeling of all food products in which any of the corn deriva- 
tives were contained.®8 Bernton,* in his testimony, felt that he did not see the 
25 per cent corn-sensitive patients as had previously been described by Randolph. 
He was of the opinion that corn starch, corn syrup and dextrose did not act as 
allergens. He presented answers to a questionnaire that would tend to show that 
such a large percentage of corn-sensitive patients was not usually seen in the 
average allergy practice. Cazort!? testified concerning his patient who was known 
to be sensitive to whole corn. Under controlled conditions, this patient had been 
given one ounce of corn syrup in Coca-Cola and no symptoms could be elicited. 
Later, one-half ounce of corn oil was given without producing symptoms. The 
same patient held a half a teaspoonful of raw corn starch inside his lip with no 
immediate nor delayed reaction. Cazort felt that this confirmed his opinion that 
the antigen of corn oil, corn starch or corn syrup was “negligible clinically.” 
This patient had a marked, immediate, wheal-type reaction on scratch test with 
corn meal. A repetition of the test with contact to the lip with corn meal was 
followed by immediate tingling of the patient’s tongue, and with redness and swell- 
ing in the area of the tonsillar pillars. Similar feeding tests with corn meal in this 
patient had been associated with almost alarming symptoms upon ingestion. Halpin*® 
added to the testimony with a description of a patient clinically sensitive to whole 
corn. This patient had had immediate asthma, urticaria and almost collapse upon the 
ingestion of corn on more than one occasion. Allergy investigation had revealed, 
in part, a marked immediate wheal-type reaction to corn extract and corn meal on 
scratch test. Masked feedings of products unknown to either the patient or the 
physician were not associated with any symptoms, either objective or subjective. 

‘Tt was later determined, just prior to the presentation of the testimony, that the 
feedings had been, in order, a control of arrowroot, tapioca and corn starch pudding. 
--- The sweetening agent was determined to have been sucrose. The puddings all had 
similar appearance, consistency and taste. The conclusion was therefore drawn that 
this known corn-sensitive patient was not reactive to corn starch and therefore the 
> antigen in corn starch was negligible clinically. Rawlings!®° had performed con- 
_ trolled feeding tests in the same manner with the same results. He described the 
4 patients and the ingestion of masked puddings. He felt that his patient was allergic 
- to fresh corn but not sensitive clinically to corn products nor derivatives. 


Of twelve patients who received a full course of intramuscular penicillin therapy, 
7% - seven were apparently benefited. The complaints were those of chronic asthma. 
_ It was necessary to discontinue treatment in three patients because of reactions. 
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Sterling, Fishman and Sharpes!’ feel that the improvement is due to the specific 
antibiotic effect of the drug, which thus reduced the frequency of bacterial in- 
fectious processes and exposures. In the past few years, much writing has been 
relative to the use of radcn or radium to the nasopharynx of asthmatic children. 
In answer to a query offered by Piness®! it was the feeling of Barnet? that such 
procedure was well worth while. Hansel47 stated that the use of radium ‘applicator 
would be entirely nonspecific in nasal allergy. Its use should be advised only in 
those instances where all other forms of accepted therapy had been judged a 
complete failure after adequate trial. Jones®? had no unpleasant experiences with 
radon and radium in the treatment of lymphoid hypertrophy of the nasopharynx. 
He describes the currently accepted method of treatment as using 50 mg. radium 
filtered with 0.1 mm. monel metal. The applicator is applied in each side of the 
nasopharynx so that the radium is close to the orifice of the eustachian canal. The 
applicator is left in situ for twelve minutes on each side. Treatments are repeated 
at stated times and intervals depending upon tke result. The patients of Cohen 
and Fisher2° were divided into groups depending upon the amount of adenoid 
tissue, the degree of hyperplastic sinusitis, and an elevated sedimentation rate. Thev 
did not consider this form of therapy as a panacea for all forms of asthma in 
children. They did find it to be a gcod auxillary, however. Expected improvement 
was noted about seventeen weeks after the application of a radium applicator for 
six and one-half minutes in a dosage of 100 mg. The higher the sedimentation 
rate, the better seemed to be the result. More relief was obtained in the group 
possessing a small amount of adenoid tissue as compared to those with a great deal 
of the tissue present. Patients with normal sinuses seemed to fare better than 
those with hyperplastic sinusitis. 

The importance of allergy in the average ear, nose and throat practice has been 
emphasized by Hansel.48 He lists the frequency with which the nose and para- 
nasal sinuses are involved, and in order they seem to be (1) allergy, (2) allergy 
with secondary infection, and (3) suppuration. A gcod discussion is presented of the 
symptomatology, bacterial flora and pathology. The examination of the cytological 
specimens is of great importance, and instructions are given, with which most al- 
lergists are, or should be, familiar. As part of the same symposium, Black? dis- 
cusses the history and its importance. Determination of dosage, with indicated 
titration and low-dosage requirements are a part of this presentation. Ashley! adds 
that the success of allergy management depends upon an accurate diagnosis. He 
advocates extremely low dosages in therapy. Of all factors, he feels that the in- 
halants are of the utmost importance with the house dust substance being fore- 
most. Although the allergen, house dust, is recognized as being of greatest im- 
portance, little has been determined quantitatively of the nature of the active con- 
stituent. An editorial32 calls attention to work that has been done in this regard. 
The paragraphs quote from published works of Rimington, Stilwell and Maunsell 
who have described a purified antigen containing 25 per cent hexose and 2.5 per 
cent nitrogen. Before and after mild hydrolysis, the antigen shows two main com- 
ponents electrophoretically: one mobile and colored and the other immobile and 
colorless. They are somewhat similar in compositicn and antigenicity. Harrell®? 
continues the recognition studies of allergy by the otorhinolaryngologist. He 
emphasizes the importance of avoiding as much intranasal medication as possible. 
If used at all, this should be ncnirritating, isotonic and with a slightly acid pH. 
Because they are mostly alkaline, sulfonamides should be limited in their use in the 
nose. Surgical procedures should be kept at a bare minimum, with submucous 
resection and antral windows deferred until an adequate allergy study has been made 
and followed. The soft tissue of the turbinate is the primary shock organ in allergy 
of the upper respiratory tract. This is the statement of Schenck.1°7 The pathologic 
picture is a thickening and hyperplasia of the epithelium, edema of the basement 
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membrane and edema with eosinophilic infiltration of the stroma. A_ specific al- 
lergen is capable of precipitating all these as secondary phenomena to - vascular 
changes. The efficiency to combat infection is definitely lowered in. this type of 
allergic tissue. A radical ethmoid sinus attack is indicated only in failure of .allergy 
program. Turnbull!26 presents twenty-five cases illustrative of various manifesta- 
tions of allergy. There is a slight feeling that all of these patients are not truly 
allergic, as shown by his description of Case 16: a thirty-five-year-old man who 
consulted the author with no presenting complaints but did admit upon questioning 
to having had “mucus in his throat.” This disappeared in two weeks with adequate 
dietary management. 

The high incidence of allergy in bronchiectasis and chronic bronchitis emphasizes 
the importance of proper allergic therapy in some infectious processes of the lungs. 
Davison?? found that 76 per cent of the patients with bronchiectasis were allergic. 
All had undergone bronchosccpic examinations. Green‘ has reported on the use of 
aerosol penicillin in allergic patients with respiratory infections, with the coverage 
being for the year October, 1946, through October, 1947. Over 200 aerosol treat- 
ments were given to seventy-nine allergic patients. All symptoms were referrable 
to the respiratory tract. The average patient was given 10,000 units of penicillin by 
aerosol with epinephrine 1:1,000 or some other similar solution. The author feels 
that this has been an adjunct of use to his forty-two cases of asthma, eight cases 
of seasonal hay fever (why the penicillin?) and twenty-nine patients with allergic 
rhinitis. Maietta7® has used epinephrine 1:1,000 as an aerosol with good results in 
bronchial asthma. Its action here is that of a topical vasoconstrictor. The relief of 
mucosal edema dislodges the inspissated mucus. Bronchodilation is .a secondary 
effect of the medication used in this manner. Usually 0.5 to 1 c.c. is given with 
oxygen at a rate of 6 liters per minute. He has reported on this medication as 
used in seventy-three patients with excellent results. Markan*? and his co-workers 
have reported on the use of intravenous oxygen in bronchial asthma. The rate of 
oxygen intravenously is 600 c.c. per hour using the Ziegler Technique and ap- 
paratus. It is permitted to flow from two to seventeen hours. Vital capacity was 
increased in all cases from 300 c.c. (30 per cent) to 1,300 c.c. (87 per cent). The 
increased vital capacity remained for as long as eight months in some cases, but there 
was a recurrence of symptoms in all instances within six months. Additional aids in 
the relief of bronchial asthma are found. Reiser and Ferris!°! have used the 
Drinker respiratory in three cases of bronchial asthma. Two of these died as a 
result of cerebral anoxia (??) because the procedure was delayed in action. The 
application of positive pressure to the chest wall and abdomen is thought to be a 
good adjunctive to the routine treatment of severe bronchial asthma. 

Levin?? calls attention to the importance of soil molds in respiratory allergy. She 
states that in Chicago the most important clinical mold is Alternaria. By the slide 
method, only Alternaria, Hormodendrum, Helminthosporium, rusts and smuts can 
be identified. Hormodendrum is the second most frequently found mold on the 
slide. Alternaria is seasonal as well as perennial and has an affinity for wheat and 
grains. In their office (Unger’s) a mold mixture is used for therapy. This is 
made up of Alternaria 50 per cent, Hormodendrum 30 per cent and the others 20 
per cent. Good results are obtained. Prince and his co-workers®4 have given the 
green light to their extract, labeled Alternaria Nc. 33. They have interesting tables 
to show the superiority of this extraction in Alternaria-sensitive patients and in 
control studies as well. This reviewer can second the statements, for this extract 
has been found most reliable in the examination of many Alternaria-sensitive patients, 
and in comparative studies with other commercial extracts. They have demonstrated 
that a precipitation with nine volumes of acetone gives an extract of higher potency 
than any other previously studied material. That air-borne molds may be either a 
primary or a contributing cause of respiratory allergy is the contention of 
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Eisenstadt. The predominant molds in the Minneapolis area are essentially those 
as given above for the Chicago zone. Penicillium and Aspergillus are perennial 
contaminants with the rest being primarily seasonal. Multiple mold sensitivity has 
been found to be the rule, rather than the exception. Reactions were found to be 
clinically significant in 29 per cent of all the patients tested (380) and were of 
direct, first-hand importance in 11 per cent. Bieberdorf and Argabrite® feel that 
better mold extracts can be prepared by the use of protein-free media. This elimi- 
nated the additional number of washings, and yet such extracts were more potent 
though they contained the same nitrogen value as their predecessors grown on protein — 
media. 

Inhalant allergy as a cause of dermatitis has been propounded by Tuft.124 The 
outstanding offenders in his report have been dust, ragweed and wool. The initial 
symptom of such inhalant dermatitis is intense itching. Once the lestons are 
present, other factors such as emotional influences and upsets may play a decided 
role in the aggravation of symptoms, signs and duration or extent of the appearance. 
Several illustrative cases are cited. In some geographical areas, an inhalant mold 
sensitivity is also of primary consideration. Though it is an important, neglected 
factor, inhalant allergy is not the sole cause of atopic dermatitis in older children 
and adults. The author emphasizes the point that proper local therapy by a good 
dermatologist is very important for good results. A case of hereditary angioedema 
has been reported by Sheldon, Schreiber and Lovell. These authors!!® present a 
case report from a family wherein edema affected three and possibly three addi- 
tional members in two generations. Histamine and intravenous Benadryl may have 
been beneficial in some respects but they did not prove adequate in protecting the ~ 
patient from fatality. Death was due to uncontrolled edema. 

There has been considerable writing and literature concerning the use of undecylinic 
acid in the therapy of psoriasis. Perlman’® administered the drug orally to seventeen 
patients with definite psoriasis and to eight patients with neurodermatitis. Excellent 
results were revealed. Gradually increasing dosages of the drug were given until — 
a total of 7.5 grams were taken daily. All cases showed improvement with pruritic 
relief, and no harmful effects were noted even after prolonged therapy. Sheldon™? 
used undecylinic acid without benefit in three patients with atopic dermatitis. The 
first patient received peak dosages of 6 grams three times daily for six weeks with 
no influence upon the severity, progression or duration of the lesions. The dermatitis 
was typically an atopic eczema of long standing. The second patient had a life-long 
history of eczema and his peak dosage was 4.8 grams three times daily. Therapy 
was continued for eight and one-half weeks. The same dosage was given to the 
third patient, a young lady with eczema. Treatment was continued for five weeks 
before failure was recognized and admitted. Ointments containing mercury often 
will lead to a prolongation of the lesions of plant dermatitis. Underwood and Gaul128 
decided upon this as a result of 152 exacerbations of dermatitis in 202 patients. These 
treatment reactions occurred most frequently at the site of the original lesions. 
Edema, vesiculation, bullae, hemorrhage and pustulation were the usual signs of — 
such reaction from therapy. Leider and Baer conclude from their experiments that | 
it is impossible to transfer passively allergic eczematous hypersensitivity.6® Derma- | 
titis was produced in six sensitive patients by patch testing for forty-eight hours. © 
When the produced reactions had reached the stage of involution, cantharides | 
blisters were raised cn the healed sites. The injection of this blister fluid into the | 
skin of normal persons failed to react in the expected manner when patch tests 
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were applied to these prepared areas. Not all contact lesions are of the typical — 
type. Urticarial lesions produced by contact were somewhat of a rarity. These — 
were determined by Cole, Marmelzat, and Walker.2!. Their patient had suffered | 
with giant urticaria of several weeks’ duration. Efforts at*the usual measures of © 


relief were to no avail, until it was revealed that one flare-up during hospitalization _ 
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was associated with the use of an estrogenic cream. Past exacerbations were also 
connected with the use of this agent. Aminophylline has been used primarily in 
the therapy and relief of the allergic symptoms of bronchial asthma. Turner!?* 
treated thirty-five patients in the emergency clinic at Grady Hospital, Atlanta, 
Georgia, for urticaria with this drug by the intravenous route. One patient, in 
particular, showed dramatic improvement in the lesions and complaints that were 
thought to have been due to a spider bite. Complete relief was experienced by 
fifteen of the thirty-five patients and partial relief in eleven. The effect of the 
aminophylline was comparable to that of epinephrine. 


Hauntz and Grinnell5> have carried out studies to determine the incidence and 
severity of reaction to the various forms of prolonged-action penicillin. One 
hundred and forty-two patients were used in this experiment; 100 of them had 
penicillin in beeswax and oil; sixty-three received procaine penicillin G in peanut 
oil, and seventeen had procaine penicillin G in aqueous suspension. Some patients 
were given more than one type of injection. Eleven patients developed sensitivity 
reactions among the 100 that had been given the beeswax and oil preparation. Only 
one reaction occurred in the procaine penicillin G in peanut oil group while no re- 
actions were found in the aqueous suspension classification. They recommend the 
abandonment of the beeswax and oil preparation of the drugs, because this sub- 
stance seemed to be the sensitizing agent. Samitz and Horvath,1°5 on the other 
hand, have presented two patients in whom the reactions seemed to be due to the 
sensitivity to the penicillin itself. In such instances, testing the patient is ac- 


7 companied by some danger of exacerbation and continuaticn of the lesions under 
therapy. Intracutaneous testing for drug sensitivity is unreliable in the opinion of 
, Hansen-Pruss.5° In the past two years, he has studied a group of twenty-six pa- 


tients suspected of being sensitive to drugs. Their particular interest was in the 
group of medication of analgesic or antipyretic effects. Intracutaneous tests were 
done with solutions of the suspected drug, and to serum obtained from patients 
supposedly saturated with the drug. Contact tests were done on six patients and 
passive transfer studies were carried out on an additional five cases. Further work 
included testing “blister fluid” and actual readministraticn of the agent. Test and 
a control patients responded in the same manner to the intracutaneous test, and hence 
this method proved unreliable. Passive transfer studies showed that aspirin is a 
strongly allergenic substance but they were not dependable for definite conclusions 
of specific sensitivity. 
Until recently it has been a problem with this reviewer to adequately correct 
infantile eczema with substitution of a soybean preparation for milk in the diet of a 
milk-sensitive patient. The difficulty usually arose with a call from the mother 
7 seeking information as to methods to correct a moderate to severe diarrhea in the 
infant whose skin lesions were clearing with:such substitution. Glaser#® answered 
my questions with the addition of cne or two teaspoons of Kaopectate to each 
bottle of soybean milk. He went further to offer a very adequate substitute for the 
: infant who reacted to both milk and soybean mixture. Quoting from a previously 


published article?! he listed the ingredients of a strained meat formula which is of 
sufficient importance to bear repetition in this review. Direct copy of this formula is 
shown on the opposite page. 

The atopic and contact types of infantile eczema are based on allergy, but the 
conditions named numular eczema, seborrheic dermatitis and fungus infections—-all 
of which are often classified as eczema—are not upon an atopic basis. Hill5® does 
not believe that all positive cutaneous reactions are of clinical significance. To 
. properly determine whether a food should be incriminated as a cause of the eczema, : 
it must be eliminated from the diet, but care should and must be taken to insure an 
adequate, nutritious irftake of food. Milk should not be removed from the diet 
unless a positive skin test reaction to milk has been elicited. Soybean substitution 
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is more successful than the use of goat’s milk. Some forms of infantile eczema 
are due to contact sensitization rather than ingestion. Antihistaminics and un- 
saturated fatty acids have been generally disappointing in their relief of the lesions. 
Local therapy is incomplete without the additional aid of proper bandages for 
protection and prevention of further irritation of the lesions through scratching. 


STRAINED MEAT FORMULA 


Strained lamb (or other strained meat) 1% cups 

Oil—Sesame, olive or Mazola 214 teaspoons 
Sugar 2% teaspoons 
Starch—potato, tapioca, rice 24 teaspoons 

Calcium carbonate (get 4 0z.) 1 teaspoon 

Ordinary table salt 14 teaspoon 

Water 5 cups 


Heat water in the top of a double boiler until the water in the outer — 
boiler starts boiling. Add the sugar, salt and calcium carbonate. Mix the 
starch to a paste in 4 cup of cold water and stir into the water in the top 
of the double boiler. Cook the mixture for 45 minutes in the top of the 
double boiler, stirring occasionally to prevent lumping. If necessary, add 
water to allow for evaporation. Then add the strained meat and oil and mix 
thoroughly. Make up to 1 quart with boiled water. Bottle and use as © 
formula. 


Simon?!4 has described fourteen cases in which human dander has been classified as 
-a distinct cause of the eczema. He believes that this is the most important known 
allergenic excitant of the disease but states that it is likely that this is not the most 


important existing allergenic excitant. By testing, he has determined that the 
lesions of certain cases of atopic eczema contained an eczematogenous agent which 
was not a primary irritant but was most likely an allergen of undetermined chemical 
nature and biologic origin. Leider and Furman?® describe causative factors of 
dermatitis ranging from occupational substances to “falsies’” (non-occupational ?). 
; So much has been written in the past few years concerning the antihistamine 


The material is worthy of a separate review in itself. Besides, the journals are 
filled with comparative experiments lauding one and mentioning others to such a 
degree that a reviewer would be in a constant whirl trying to maintain some sort of 
equilibrium and balance. Ocular allergy has responded well to the use of Antistine 
ye drops. Hurwitz®® has used the drug locally in fifty reported cases; 84 per cent 
of these patients were the recipients of benefit. Most relief was experienced by the 
ragweed sensitive patients. The drug seems to have a cumulative effect. Two of his 
patients were adequately relieved of their associated photophobia. The immediate 


effect of Antistine is contraction of the superficial vessels and a blanching of the 
conjunctiva. Vascular constriction is prolonged and not followed by secondary 

-_- vasodilatation as is noted with epinephrine. There is also a slight anesthetic effect 
with Antistine. Loveless’ has listed her preference for the antihistamine drugs in 
- the order of: Pyribenzamine, Trimeton, Neo-Antergan, Decapryn, Thephorin and 
_ Antistine. These drugs were compared clinically and their efficiency was about in 
the order as listed. Of the above medications, Thephorin and Antistine were said to 
-_-be associated with less side effects, while Decapryn seemed to disturb more patients 
4 than the other drugs. Her work was done with 113 patients suffering with rag- 
weed hay fever. Harris®4 found essentially no difference nor preference in the five 
drugs studied in various allergic cases. Hydryllin semed to be more effective in 
bronchial asthma than did the other antihistaminic preparations used by him. 
Pyrrollazote was thought by Zolov!** to be less effective than some of the other 
- more commonly used medications of this group of drugs. That the use of anti- 
_ histaminic medication in allergic conditions is not always beneficial is stated in a 
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few paragraphs by Braden.12 He has described the occurrence of urticaria due to 
the use of Benadryl and Pyribenzamine. Aggravation and actual production of 
urticarial lesions were witnessed in his patient under treatment for ragweed seasonal 
hay fever. Schilling!®® had a similar experience with the use of elixir Benadryl given 
for the relief of severe dysmencrrhea. Urticaria was produced by the medication, 
and cleared with the withdrawal of the drug. Reproduction of the lesions was not 
attempted. In answer to a questionnaire, concerning the production of eczema by 
the use of an antihistaminic drug, eight answers®® failed to agree with the cited 
instance. None of these eight had noted the presence or association of eczematous 
lesions with the use of Benadryl or similar preparations. The same reference re- 
veals a listing of the preferential medication used by several men over the country. 
Benadryl seemed to be the drug of choice where sedation was desired, whereas 
Hydryllin seemed to overshadow the others in the relief cf symptoms of bronchial 
asthma. This reviewer sees little use for these drugs in asthma in competition with 
so many others of more valuable effect, unless there is an instance where the 
specific action of the antihistamine might be considered to be of some exact con- 
sequence. 

Benadryl was used by Bignall and Crofton® in an effcrt to control streptomycin 
side effects. The nausea and vomiting was controlled in three test patients, but the 
giddiness was not relieved. Dramamine as a preventative for motion sickness has 
been introduced rather recently. Gray and Carliner#® found that this drug was 
beneficial upon testing its use on a large number of soldiers in transport. There 
were no toxic manifestations of consequence. The optimal dosage was 100 mg. 
four times daily. If the patients were too ill to retain the oral dosage, good relief 
was experienced with rectal administration. It is doubted if correct control was 
employed in the comparative results with the use of placeboes. Eight cases of acute 
nephritis were treated with Neo-Antergan by Craig, Clark and Chalmers.24 They 
found that the symptoms of the disease were of shorter duration in the eight children 
treated than in the control, untreated group. When Pyribenzamine was discontinued 
an acute delirium cleared in the patient described by Lipp, Grug and Glenn.7? The 
medication was originally given for drug dermatitis, but delusions and hallucina- 
tions were ncted approximately forty-eight hours after the initial dosage. Perazil 
has been investigated by Jaros.6! This drug in a dosage of 50 mg. daily, or twice 
daily, has been the source of some prolonged relief to the author’s patients, even 
though it is not enteric-coated. Personal experience of this reviewer reveals that the 
drug was of distinct benefit in seasonal hay fever and less so in acute urticaria. 
Leopold’! could find no marked change in the blood counts following the use of 
Benadryl for as long as seventeen months. No purpura nor hemorrhage occurred 
and readministration of the drug after a free period did not produce any further 
change. Intravenous injection of Benadryl produced no change of note with smaller 
dosages in the blcod pressure of Mackmull’s patients.78 Dosages of 100, 200, and 
300 mg. did tend to elevate the blood pressure and produce significant changes in 
the electrocardiographic tracings. These larger dosages should not be used in 
hypertensive patients. Blackman and Hayes® report a fatality with the use of 
Benadryl in the therapy of an acute attack of bronchial asthma. The primary 
cause of death was felt to have been a severe depression of the central nervous 
system with the drug being responsible for the depression. Benadryl decreased the 
size of the tuberculin reaction in the guinea pigs studied by Sarber.1°6 The test 
animals were injected with serial dilutions of tuberculin before and after the 
administration of Benadryl which was continued throughout the forty-eight-hour 
period of delayed reaction. The incidence of necrosis was markedly reduced with 
the medication. The Mantoux test in humans was diminished during antihistamine 
therapy. Judd and Henderson®? feel that enccuraging results in human tuberculosis 
were obtained with this form of treatment. One wonders whether such a paper 
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should be given publicity or not, with the thought that a lay publication may gain 

the knowledge that rest, and other forms of accepted therapy need not be rigid. 

Spain and Pflum1!!6 report the findings of the Committee on Therapy of the 

American Academy cf Allergy. Benadryl, Pyribenzamine, Neo-Antergan, Hydryllin 

and Trimeton were studied. Best results were reported in seasonal hay fever and 

urticaria. The committee advised against the substitution of these drugs in place 
of specific immunization or the use of epinephrine and ephedrine. 
The use of the antihistaminic drugs in the aborting of common colds has received 
. good publicity because of the inability of other measures to withstand the pressure 
of constant failure. Brewster! feels that the initial phase of a common cold is an 
allergic reaction. He studied 572 patients with symptoms characteristic of the 
common upper respiratory infection; nineteen or twenty-one patients were cured 
when the antihistaminic drug was given within one hour after the onset of initial 
symptoms; 116 patients (74 per cent) were cured when the drug was instituted 
within six hours of symptoms onset. The effectiveness of the therapy was inversely 
proportional to the lapse of time following the onset of symptoms to the initial 
dosage of the antihistaminic medicaticn. Pyribenzamine was thought by Gordon#? 
to be the best drug of three—Benadryl, Pyribenzamine, Thephorin—in aborting the 
symptoms of a common cold. Eighty-five per cent of 500 patients were made more 
comfortable and experienced shorter convalescent periods than did those untreated 
patients. The importance of these findings to the larger industries has been 
demonstrated by Murray.*® He has noted 494 results of 510 treated patients; 314 
of the 494 were cured in three days; eighty-three were improved with their symptoms 
having a duration of only six to seven days; ninety-seven patients received no benefit, 
and twenty-two of these failures possessed an idiosyncrasy for the Pyribenzamine 
used in therapy. Of the total treated, only seven missed any work, with the re- 
mainder being able tc carry on their usual duties in spite of symptoms and treat- 
ment. 

The necessity of careful interpretation of positive food tests in asthmatic children 
is discussed in an editorial.23 Hill is quoted as stating that only about 20 per cent 
of positive tests are of clinical value and the importance of pollen and other environ- 

mental allergens demands much more attention in this regard. The relative im- 
- portance of each positive reaction, inhalant or food, should be carefully appraised in 
the light of all accumulated findings in the individual problem. Uncommon reactions 
to uncommon foods are the subject of a paper by Langley.*7 He cites five case 
histories to show that some patients will respond in most unusual manners. His 
Patients possessed clinical reactions to carrot and fish. Shock resulted from testing 
the first patient with an intradermal carrot extract. This should emphasize to all 
_ practicing allergists the danger of using the intradermal test without the protec- 
tion of a previously administered scratch procedure. Langley’s other patients 
demonstrated petit mal attacks from orange juice ingestion, from chocclate and 
celery use, and asthma of alarming degree from chocolate. Desensitization attempt 
by the oral route was a failure for this latter patient. A food discussion of gastro- 
intestinal allergy with illustrative case reports is the basis of an article by Tuft.125 

Though the general opinion is prevalent that allergy per se does not produce 
ulcer lesions, food allergy can provoke similar distress and symptoms. Where the 
x-ray evidence of ulcer is not demonstrable, food sensitivity must be differentiated 
from the organic pathology. It is recognized that there is considerable evidence in 
support of food allergy as a cause, actual and contributing, in irritable colon and 
mucous colitis. Even in chronic ulcerative colitis, the allergic factor cannot be 
overlooked, particularly if the history seems to point in that direction. Milk and 
wheat were thought by this author to be most frequently involved. 

Vegetable gums in the etiology of allergic disorders may produce their results by 
ingestion, inhalation or contact. Gelfand®® reports that the chief manifestations of 
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_ sensitivity are perennial rhinitis, asthma, dermatitis, urticaria and gastrointestinal 
distress. Karaya, tragacanth and arabic are the most important and most fre- 

: ; quently used commercial gums. They are contained in certain foods to add bulk, 
thickness and binding qualities. Gum arabic is a common component of most 
adhesives, with gum tragacanth being used often in cosmetic and pharmaceutical 
manufacturing. Karaya is employed primarily in wave sets, hair dressings, and 
other lotions for external application. The widespread use of these gums makes it 
hazardous for the sensitive patient. The small bowel is believed by Tallant and his 
co-workers!! to be involved in gastrointestinal food allergy. Upon feeding a special 
bariuin-allergen mixture to twelve patients, narrowing, segmentation and scattering 

were found in the small bowel on x-ray. Control patients were examined using a 
barium-water mixture. These bowel changes were not considered as specific but 

they were of significance in view of the normal pictures seen with the control 

= feedings. Patients with allergic colitis do not have protruberant abdomens and are 
usually well nourished with no atrophy of the buttocks. The opinion of Lapin and 
Weissberg®® is thus expressed in support of the use of sigmoidoscopic examination 
as an easy means of diagnosis. Seldom is hospitalization necessary for these pa- 
tients. Three cases are reported in whom elimination diets and antihistaminic drugs 
were sources of palliative and prolonged relief. Price, Urbach et al92 have shown 
excellent results with the use of propeptans in food allergy. Their findings are 
described in seven of ten patients with gastrointestinal symptoms due to sensitivity 
to ingested food. The three patients who failed to benefit from this method of 
therapy were thought to possess severe psychiatric disturbances. Under propeptan 
management, x-ray abnormalities of the gastrointestinal tract almost disappeared: 


Davisen?® believes that when other methods of relief are adjudged failures, a 
course of histamine therapy is indicated in the migrainous patient. The intravenous 
route is to be preferred but this may be supplemented or replaced by the sub- 
cutaneous route if the former is impossible. Some patients have remained free of 
attacks for many months, and others have had a recurrence precipitated by allergic, 
physical or psychosomatic factors. Cunningham,26 cn the other hand, does not feel 
that histamine has been successful in his practice. Most of the patients he has seen 
with migraine have had their symptoms on a basis of allergy, until proven otherwise. 
The fact that histamine therapy is not a cure, but a procedure that must be given 
indefinitely is disturbing to this author. All other physical and organic factors 
should first be ruled in or cut before any decision as to the cause of the migraine 
attacks has been ascertained. The value of thorough skin testing in the search for 
relief in migraine has been given impetus by King.*6 He has described a patient 
with recurrent, typical migraine in whom strict dietary management—based on the 
results of skin tests—and dust therapy has been successful in aborting and pre- 
venting the incapacitating attacks. Ogden’? published six case reports wherein the 
headaches were due to dust sensitivity and adequate therapy was responsible for 
good relief. Most of his patients had been long in the use of nasal medicaticn for 
the relief of associated nasal symptoms. Grenfell#5 has used nicotinic acid to 
relieve fifteen patients with typical migraine seizures. This medication was given 
thirty-one times to these patients and was successful in thirteen occasions. No toxic 
manifestations were encountered and no change was noted in blood pressure nor 
_ pulse either during or after the administration. For this reason, complicating heart 
or vascular disease was not a contraindication to the therapy. No attempt was 
made nor considered to prevent recurrences of the attacks. Marcussen and Wolff§! 
feel that the therapy of migraine resides in two categories: treatment of the in- 
dividual and prevention of further complaints. Intracranial vasoconstriction is con- 
sidered as pre-headache pkenomena with the onset of the headache being associated 
with vasodilation. The best method of attack-relief was thought to be ergotamine 
_ tartrate. The removal of stress seemed to reduce the frequency of attacks inasmuch 
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as emotional reactions, fatigue and accumulated tension added up to the typical 
parade of symptoms called migraine. That the above authors may misunderstand the 
true mechanism of the attack of migraine has been suggested by Waldbott.1*9 
He thinks that a pure psychoneurotic approach to this question is misleading. His 
letter has complained of the lack of consideration and mention of allergy in the 
above article on migraine. Friedinan, Brenner and Carter’? express themselves that 
trauma and psychoneurosis are the two most common causes of chronic headache. 
They reported 521 patients, with 494 receiving combined psychotherapy and 
pharmacotherapy and twenty-seven treated with psychotherapy alone. Of the drugs 
used, the analgesics were determined to be most efficacious. Because of the similarity 
of results from drug therapy, the authors suggest that the above two common 
types of chronic headache are closely related as to causative mechanisms. 

A very good description of the attacks with the history of the headaches is con- 
sidered of the utmost importance by Horton.57 For example, the time of onset is of 
the greatest significance. Night attacks are typical of histamine cephalalgia. Pain 
in the head arises from the following sources: the tissues covering the cranium, 
cranial periosteum and endosteum, and certain intracranial structures. The cranium, 
brain, dura, pia-arachnoid, choroid plexus and ependymal lining of the ventricle are 
insensitive to pain. Practically all headaches, regardless of type, are vascular in 
origin. Sixteen illustrative case reports are given as examples of the various types 
of headaches, with notes indicating the proper diagnostic and therapeutic approach 
for each occasion. This same author, with Macy,*7 lists the five fundamental fea- 
tures of migraine: periodicity, cephalalgia, gastrointestinal disturbances, cortical 
changes and a positive familial history of migraine attacks. Two series of a total 
of 144 cases are reviewed to establish the effect of histamine therapy. Most im- 
provement was noted in. the atypical cases of migraine—those in whom a periodic 
cephalalgia is associated with any of the above three factors. Combined sub- 
cutaneous and intravenous therapy was most beneficial. Recurrence of symptoms 
following treatment was the rule unless therapy was continued. Hansel*® feels 
that Cafergone, a combination of ergotamine tartrate (1 mg.) with caffeine (100 
mg.) is superior to the use of the former preparation by itself. The medication is 
available for oral usage. Cafergone was found to be effective in the relief of all 
types of headache, especially in the atypical and typical histaminic cephalalgia. 
Gynergen was thought to be superior, however, for the relief of the acute attack, if 
it could be given at the onset of symptoms. Ireland®° has reported 199 cases of 
Méniére’s disease, with ninety of them being treated with resection of the eighth 
nerve. Destruction of the labyrinth was done in thirty-three patients. Though both 
methods were beneficial, medical management consisting of sedation, sodium restric- 
tion, and limitation of fluid intake gave satisfactory relief in about 90 per cent of the 
cases. Histamine therapy was of some value, relieving nine of eleven patients. 

This review of miscellaneous literature in allergy would hardly be complete with- 
out calling attention to the listing compiled by Bowen and Efron.11 This is of 
importance because of the great consumption of acetylsalicylic acid and the fre- 
quency with which this use is encountered in allergy. 
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part of face, the anterior and posterior portions of the chest, the axillary regions, 
abdomen, back and in the right inguinal region. He felt better, ate some food and 
became cheerful. A heavy mucoid material was discharged from both nostrils. His 
progress continued steadily. Ephedrine, aminophylline and codeine administered 
orally were sufficient. The subcutaneous emphysema disappeared slowly; that in 
the inguinal region persisted for seventeen days, and the axillary and supraclavicular 


areas persisted for ten to fourteen days. 


1. Two cases of subcutaneous emphysema complicating an acute exacer- 
bation of bronchial asthma are reported. 


2. Recovery followed bed rest and symptomatic management. 


3. The severe symptoms of asthma abated with the occurrence of the 
subcutaneous emphysema. 
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1. Faulkner, William B., and Wagner, R. J.: 
_ subcutaneous emphysema in an asthmatic. J. Allergy, 8:267, (March) 1937. 
2. Francis, Nathan: Subcutaneous emphysema during asthma. Ann. Allergy, 
2 :342, (July-Aug.) 1944. 
3. Peterson, Heyes: A fatal case of bronchial asthma complicated by mediastinal — 
4 


Fatal subcutaneous pneumothorax and 


and subcutaneous emphysema. J. Allergy, 18:413, (Nov.) 1947. 
Schwartz, Emanuel: Spontaneous mediastinal and subcutaneous 
complicating bronchial asthma. J. Allergy, 16:279, (Nov.) 1945. 
5. Unger, Leon: Bronchial Asthma. Springfield: Charles C Thomas, 1945. 
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News Items 


Allergists: 


INTERNATIONAL ASSOCIATION OF ALLERGISTS 


The following societies are official members of The International Association of | 


SOCIEDAD ARGENTINA DE ALERGIA: President, Dr. Miguel Agustin — . 
Solari, Carlos Pelegrini 1219, Buenos Aires, Argentina. 7 

SOCIETE BELGE DE L’AALERGIE: President, Prof. Dr. Paul Bordet, 28 — j 
Rue du Remorqueur, Bruxelles, Belgium. ; 

SOCIEDADE BRASILEIRA DE ALERGIA: President, Dr. Nelson Passarelli, { 
Rua Alvaro Alvim No. 31, Sala 301, Rio de Janeiro, Brazil. q 


SOCIEDAD CHILENA DE ALERGIA: President, Dr. Eduardo Diaz Carrasco, — 
Arturo Prat 72, Santiago, Chile. 

SOCIEDAD COLOMBIANA DE ALERGIA: President, Dr. M. Sanchez 
Medina, Calle 22, No. 12-13, Bogota, Colombia. 

CUBAN ALLERGY SOCIETY: President, Dr. Gonzalo Estrada de la Riva, — 
L Y 25, Vedado, Habana, Cuba. 

BRITISH ASSOCIATION OF ALLERGISTS: President, Dr. Vera B. Walker, — 
24 Beaumont Street, Oxford, England. 

HUNGARIAN SECTION OF ALLERGISTS: President, Prof. Dr. K. Hajos, 
Muzeum krt, 39, Budapest, [V, Hungary. 

ASSOCIAZIONE fTALIANA PER LO STUDIO DELL’ALLERGIA: Hon-— 
orary President, Prof. Dr. Cesare Frugoni, 47 Via Bruzelles, Roma, Italia. 

SOCIFDAD PERUANA DE ALERGIA: President, Alberto Flores, M.D.,— 
Av. La. Colmena 216, Lima, Peru. 

SOCIEDAD ESPANOLA DE ALERGIA: President, Dr. O. Jimenez Diaz, 
General Mola 9, Madrid, Espana (Spain). 

SOUTHERN SWEDISH ALLERGY FORUM: Chairman, Prof. Gésta Dohl-. 
man, Dept. of Otolaryngology, Lund University Hospital, Lund, Sweden. 

SWEDISH ASSOCIATION OF ALLERGISTS: President, Prof. Sven Heller- te 
strom, Karolinska Sjukhuset, Stockholm 60, Sweden. 

SWISS ALLERGY SOCIETY: President, Prof. Dr. A. S. Grumbach, Hygiene-- 
Institut der Universitat, Gloriastr. 32, Zurich 7, 

THE .AMERICAN COLLEGE OF ALLERGISTS: President, Dr. Jonathan 
Forman, 956 Bryden Road, Columbus, Ohio. 

THE AMERICAN SOCIETY OF OPHTHALMOLOGIC AND OTOLARYN-. 
GOLOGIC ALLERGY: President, Dr. Rea E. Ashley, 384 Post Street, San Fran- 
cisco, California. 


Switzerland. 


SOUTHEASTERN ALLERGY ASSOCIATION 


The fifth annual meeting of the Southeastern Allergy Association will be held | 
at the Columbia Hotel, Columbia, South Carolina, on Saturday and Sunday, Feb-— 
ruary 11 and 12, 1950. Please note that the month has been changed because of. 
changes made in the meeting dates of the American Academy of Allergy and the 
American College of Allergists. This puts the meeting of the Southeastern Al- — 
lergy Association midway between the two. 

The guest speakers will be Dr. Jonathan Forman, President of the American — 
College of Allergists, and Dr. Theodore Squier, President-Elect of the American 
Academy of Allergy. 

In view of the popularity of panel discussions, there will again be two, one on | 
“Pediatric Allergy” with Dr. Lewis Hoppe of Atlanta as co-ordinator, and the 
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other on “Office Procedure” with Dr. J. Warrick Thomas of Richmond as co- 
ordinator. 

Members who are desirous of presenting papers at this meeting are urged to 
contact the secretary at an early date. Each paper will be allowed 20 minutes for 
presentation and 10 minutes for discussion. 

For further information, please write directly to the Secretary, Dr. Katharine 
Baylis MacInnis, 1515 Bull Street, Columbia, South Carolina. ‘ 


NEW YORK ALLERGY SOCIETY AWARD 

The Committee on Annual Award of the New York Allergy Society, Horace S. 
Baldwin, Chairman, announces a prize of $150.00 for the best essay of merit by a 
student of a medical school in Greater New York City. For the coming year 
1949-1950, the topic selected by the Annual Award Committee is “Bronchial Asthma 
and its Relation to Foci of Infection in the Upper Respiratory Tract.” The essay 
should not exceed 15,000 words. It should ccntain some reference to clinical 
experience gained in the medical school or hospital, and references to published 
work should be indicated in a Bibliography. It should be approved by the head of 
the department of medicine of the medical school in which the essayist is a-student. 

A report of original investigations in the fields of general allergy or of im- 
munology, which the committee deems meritorious, will be given consideration 
equal to that of essays on the designated topic. 

All essays must be sent to the Secretary of the New York Allergy Society, Dr. 
Frederick R. Brown, 39 West 55th Street, New York City prior to May 1, 1950. 


PENNSYLVANIA ALLERGY ASSOCIATION 


v=: The fall meeting of the Pennsylvania Allergy Association was held in Pottsville, 


Pennsylvania, with Drs. Harold Abramson, James Flood, Bret Ratner, Harry 
Rogers, and Alexander Peters as the guest speakers. The following officers were 
elected for the ensuing year: President, Dr. Alexander Peters of Allentown; Vice 
President, Dr. Samuel Kaufman of Wilkes-Barre; Secretary-Treasurer, Dr. Ralph 
M. Mulligan of Reading. Drs. Lester Fowle of Lewisburg and James Mansmann 
of Pittsburgh were elected to the Board of Regents for a three-year term. Dr. 
Stephen Lockey of Lancaster was awarded the first Certificate of Merit for the 
most outstanding work in Allergy during the year 1949. Thirteen new members 
were elected to membership at this meeting. 

The spring meeting of the Association will be held at the Bedford Springs 
Hotel in Bedford, Pennsylvania, on May 11, 1950. The spring meeting of the 
Pennsylvania Academy of Ophthalmology and Otolaryngology will be held at the 
same place on May 12, 13, and 14. 


PHILADELPHIA ALLERGY SOCIETY 

The Fifteenth Annual Scientific Meeting of the Philadelphia Allergy Society “aa 

held on October 26, 1949. Dr. Herman Gold, President, presided, with Dr. Samuel 

E. Rynes as Secretary. The following program was presented: 

1. “The Prevention of Infectious Asthma” by A. E. Fishman, M.D. 

2. “Inhalant Allergens as a Factor in Atopic Dermatitis. An Experimental 
Clinical Study,” by Louis Tuft, M.D., Harold S. Tuft, M.D., and V. Muriel 
Heck, M.T. 

3. “Dermatitis Venenata Due to Verbena Rigida Spreng” by Charles Bancroft, 
M.D. 

4. Panel Discussion on Antihistamines in the 1949 Hay Fever Season. Trimeton, 
Decapryn, and Pyrrolazote by Alexander Sterling, M.D., Pyribenzamine and 
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Neo-Antergan by George Blumstein, M.D. Neohetramine by Louis Silcox, - 
M.D. Chlor-Trimeton Maleate by Samuel E. Rynes, M.D. 


“Roentgenographic Appearance of the Chest in Diseases Affecting the Periph- 
eral Pulmcnary Vessels,” by Robert Phelps Barden, M.D., Assistant Profes- 
sor of Radiology in the School of Medicine at the University of Pennsylvania. 


CHICAGO SOCIETY OF ALLERGY 
At a recent meeting of the Chicago Society of Allergy, the following officers : 
were elected for the ensuing year: President, Dr. Morris A. Kaplan; President- ; 
Elect, Dr. Townsend B. Friedman; and Secretary-Treasurer, Dr. Theron G. Ran- 
dolph. 


A machine for cleaning hypodermic needles is now being manufactured and 
marketed by the Medical Equipment Laboratories, 5404 Sierra Vista Avenue, Los 
Angeles 38, California, 

The Casady Hypodermic Needle Cleaner, invented by R. R. Casady, M.D., was 
developed to reduce the great amount of time now required for the manual clean- 
ing of the ever increasing number of hypodermic needles being used. Equally 
important—it gives dependably clean needles. 


This machine can cut the amount of time required to clean needles by as much 
as 80 per cent—and can deliver needles more thoroughly and effectively than is 
possible by hand methods. 


In this machine the hubs of the needles are forcefully cleaned by an electrically : 
driven swab. Then the needles are washed with three separate fluids, successively 
passed through the needles under 20 pounds pressure, followed by a stream of com- 


pressed air, leaving them dry and clean. 


One hundred needles can be swabbed out, washed, rinsed and dried in nine 
minutes. 
Philip M. Gottlieb, M.D., F.A.C.A., announces the removal of his offices for the 
practice of Allergy and Internal Medicine to 818 Medical Arts Building, Philadel- 
phia 3, Pennsylvania. 


As the ANNALS goes to press, we regretfully announce the deaths of two Fellows 
of the College—Dr. W. Byron Black, Kansas City, Missouri, who was President 
of the Hansel Foundation, and Dr. Arthur C. Kalisch, York, Pennsylvania, who was 
one of the charter members of the Pennsylvania Allergy Association. Their 


obituaries will appear in the January-February issue of the ANNALS. 
* * * 


ANNALS oF ALLERGY, 7 :301-442 (May-June) 1949, was indexed in part under 
Current Medical Literature of the JAMA. 141:796 (November 12) 1949 issue. The . 
article by Judd and Henderson, “Use of Antihistaminic Drugs in Human Tuber- 
culosis: Preliminary Report,” and “Allergy and the Tonsil Problem in Children” 
by Clein were abstracted. — 


Dr. Harold A. Abramson has been appointed Chief of the Allergy Clinic at The 
Mount Sinai Hospital, New York, New York. 
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BOOK REVIEWS 


PAVLOV , A BIOGRAPHY. By B. P. Babkin, M.D. 378 pages. Illustrated. $6.00. 
The University of Chicago Press. 


The major and fundamental contributions of Pavlov to medicine are well known 

to all serious students of gastrcenterology, neurology and psychiatry. Pavlov’s 
fame, however, rests on a wider and more fundamental base than the mass ac- 
cumulation of data because the principles and methods of scientific investigation 
which he established are of enduring importance and significance. This biography 
amply satisfies a long felt need for an authentic description of Pavlov as a man, 
the environment in which he worked and a critical summation of his contributions 
to medicine. 
Professor Babkin, now of the Montreal Neurological Institute, is without doubt 
best qualified to write such a biography because he worked with Pavlov for 
~ many years, and has himself attained such eminence as a scientist in his own right 
that he is justly considered the most famous of Pavlov’s students. One would 
therefore expect such an author to write a creditable biography. Professor Babkin 
has done much more than this. He has written such a masterful expositicn that 
; > his text might well serve as an example to other biographers of scientists. 


Many facts of Pavlov’s personal life are here presented for the first time. His 
7 relations with his colleagues and contemporaries are described impartially with 

revealing and amusing anecdotes. The sections summarizing and analyzing Pav- 
_lov’s work, and showing its impact cn Pavlov’s contemporaries as well as its in- 
fluence on present day scientists, are particularly well done. 


This book is enjoyable and profitable reading for any intelligent layman. It 
deserves careful reading by everyone who has an interest in the medical sciences. 
It is required reading for every physician who seeks an understanding of his own 
profession and the role of Pavlcv’s monumental contributions. 
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SKIN SENSITIZATION TO BAL OINTMENT 
(Continued from Page 811) 


4. Holley, Howard L.: The use of BAL (2, 3-dimercaptopropanol) in the treatment 
of agranulocytosis following intensive arsenotherapy for syphilis. Ann. Int. 
Med., 27 :231-238, (Aug.) 1947. 


Longscope, W. T., and Luetscher, J. A., Jr.: The treatment of acute mercury 
poisoning by BAL. J. Clin. Investigation, 25:557, 1946. 


6. Margolis, H. M., and Caplan, P. S.: BAL in the treatment toxicity from gold. 
Ann. Int. Med. 27 :353-360, (Sept.) 1947. 


Peters, R. A.; Stocken, L. A., and Thompson, R. H. S.: British anti-lewisite 
(BAL i. Nature, 156 :601 “ad 616, 1945. 


8. Sulzberger, M. B., and Baer, R. L.: The Year Book of Dermatology and 
Syphilology. p. 28. Chicago: The Year Book Publishers, Inc., 1946. 

9. Sulzberger, M. B., and Baer, R. L.: Development and use of BAL. J.A.M.A., 
133 :295, 1947. 


10. Sulzberger, M. B.: Baer, R. L., and Kanof, A.: Clinical uses of 2, 3-dimer- — - 
captopropanol (BAL). V. Skin sensitization to BAL. J. Clin. Investigation, 
25 :488, 1946. 
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IMMUNOLOGICAL STUDIES WITH SERA FROM PENICILLIN-ALLERGIC PATIENTS. 
M. Salazar Mallen, F.A.C.A. (Hon.), F.A.C.P., and ; 
SENSITIVITY REACTIONS FROM PENICILLIN PREPARATIONS OF PROLONGED ACTION. 
Edgar A. Haunz, M.D., M.S. (Med.), and 


Ernest L. Grinnell, B.S., M.D., Grand Forks, North Dakota............... 4 
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Fredrick F. Yonkman, M.D., and Frank L. Mohr, M.D., Summit, New Jersey.. 60 
House Ivy DERMATITIS. 


THE Use or CEVITAMIC ACID IN THE SYMPTOMATIC AND 
COSEASONAL TREATMENT OF POLLINOSIS. 
Ethan Allan Brown, M.D., F.A.C.A., and Simon L. Ruskin, M.D., 
AMERICAN COLLEGE OF ALLERGISTS 
Preliminary Program—Fifth Annual 71 
CORRELATION OF EXPERIMENTAL DATA WITH CLINICAL BEHAVIOR OF 
SYNTHETIC ANTIHISTAMINIC DruGs. 
Alex S. Friedlaender, M.D., F.A.C.A., and Sidney Friedlaender, M.D., 
WHALE OIL, TRICHOPHYTIN, AND AUTOSEROTHERAPY IN THE 
TREATMENT OF EPIDERMOPHYTOSIS. 


Perry A. Sperber, M.D., F.A.C.A., Providence, Rhode Island................. 91 
NASAL PYRIBENZAMINE FOR RELIEF OF HAY FEVER. 


PERIARTERITIS NODOSA. 

J. Frank Harris, M.D., and Clarence L. Laws, M.D., F.A.C.A., Atlanta Georgia 105 
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ANTIGEN REACTION FROM THE RESPONSE OF THE SMOOTH MUSCLE. 

A. J. Weil, M.D., F.A.C.A., and E. Rose, Pearl River, New York............ 108 
EVALUATION OF THERAPEUTIC SUBSTANCES EMPLOYED FOR THE 

RELIEF OF BroncHospasM. III. Anticholinergic Agents. 

John F, Beakey, M.D., Elliott Bresnick, M.D., Leon Levinson, M.D., and 

Maurice S. Segal, M.D., F.A.C.A., Boston, Massachusetts................% 113 

AMERICAN COLLEGE OF ALLERGISTS—BOARD OF REGENTS, 1948-1949............... 122 
EDITORIAL : 


PROGRESS IN ALLERGY: 
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THE ‘TREATMENT OF HEADACHE. 
French K. Hansel, M.D., F.A.C.A., St. Louis, Missouri 


IMMEDIATE URTICARIAL REACTIONS TO INTRADERMAL INJECTIONS 
a OF BACTERIAL ANTIGENS. 
Bennett Kraft, M.D., F.A.C.A., Mark H. Mothersill, M.D., 
F.A.C.A., and R. H. Nestmann, M.D., Indianapolis, Indiana................ 162 


IMMUNITY TO DIPHTHERIA INDUCED BY A BoostTeR Dose or ALCOHOL- 
REFINED ALUM-PRECIPITATED Toxolns. 
Howard G. Rapaport, M.D., F.A.C.A., and M. Murray Peshkin, M.D., 


AN IMpRovED TissuE CULTURE TECHNIQUE ADAPTABLE TO CLINICAL TESTING 
FOR BACTERIAL HYPERSENSITIVITY OF THE TUBERCULIN TYPE. 
Hermann Blatt, M.D., Frank A,’ Nantz, M.D., and Jeanne M. Rehm, 
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THE Roe or ALLERGY IN RHEUMATOID ARTHRITIS AND A SUGGESTED TREATMENT. 

Géorge E. Kockwell, MD. F.AC.A., Milttord, OM. 195 
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OrAL POLLEN ApsorPTION. 


Theodore M. Feinblatt, M.D., and Robert Love, M.D., Brooklyn, New York.. 228 


THe Nature oF BENADRYL ACTIVITY AND ITS CLINICAL APPLICATIONS. 


Thomas H. McGawack, B.A., M.D., F.A.C.P., New York, New York...... 232 
THE Rove or Streptococct IN BRONCHIAL ASTHMA. 
\ Herman'A. Heise, M.D., Milwaukee, Wisconsin. 240 


THe Errect oF SUBSTITUTION OF ANTISTINE (PHENYL-BENZYL-A MINO-METHYL- 
IMIDAZOLINE) FOR BENADRYL OR PYRIBENZAMINE DURING THE HEIGHT OF THE 
RAGWEED POLLEN SEASON. 


Bernard Dickstem, M.D., F.A.C.A., Flint, Michigan........................ 250 
3ENADRYL: INTRAVENOUS USE IN ALLERGY. 
Benjamnm Zolov, M.D., F.AC.A., Portland, 008% 254 
ALLERGY AS THE CAUSE OF MULBERRY HYPERTROPHY OF THE INFERIOR TURBINATE. 
Eprrortar: 
Allergy of the Pancreas and of the Salivary Glands..............00.00.5.- 266 


Pediatric Allergy. 

_ Jerome Glaser, M.D., F.A.C.A., Rochester, New York..................... 268 
In MeMorIAM 
News ITemMs 


PRocress IN ALLERGY : 


=) 
e 
= 
4 
| 
Ii 


MAY-JUNE, 1949 


Motp Funct In THE ErioLocy or RESPIRATORY ALLERGIC DISEASES. 
IX. Further Studies with Mold Extracts. 
Homer Pomce; M-D., Houston; Texas): et) es 301 


_ THe USE oF ANTIHISTAMINIC DruGs IN HUMAN TUBERCULOSIS. 
A, R. Judd, M.D., and Alfred R. Henderson, M.D., Hamburg, Pennsylvania.. 306 


NEOHETRAMINE IN THE TREATMENT OF EXPERIMENTAL TUBERCULOSIS. 
Charles J. Duca and John V. Scudi, Yonkers, New York............0000000% 318 


A CLINICAL EVALUATION OF NEOHETRAMINE IN ALLERGIC DISEASES. 
Emanuel Schwartz, M.D., F.A.C.A., and Jacob Reicher, M.D., F.A.C.A., 


Skin Reactions. XVI. Comparison of Antihistaminic Action of Pyribenzamine 
and Epinephrine introduced into Human Skin by Electrophoresis. 


Harold A. Abramson, M.D., F.A.C.A., and Samuel Grosberg, M.D., F.A.C.A., 


ALLERGY AND THE TONSIL PROBLEM IN CHILDREN. 
Norman W. Clein, M.D., F.A.C.A., Seattle, Washington............000eceeees 329 


A Stupby OF THE INCIDENCE oF AIrR-BorNE FUNGI IN THE City oF RIO DE JANEIRO. 
Nelson Passarelli, M.D., F.A.C.A., Mario Pinto de Maranda, M.D., and Carlos 


Sinusitis, ALLERGY, AND BACTERIAL VACCINE. 
K. A. Baird, M.D., F.A.C.A., St. John, New Brunswick, Canada............ 339 
“CEREBRAL EDEMA” DUE TO PHENOBARBITAL SENSITIVITY. 
Charles M.. Jenkins; MOD, Chicaco, 346 
BACTERIAL ALLERGY. 
Joseph Franklin Griggs, M.D., Claremont, California...................22+++ 390 
THE DIAGNOSIS AND TREATMENT OF PERENNIAL ALLERGIC CoryZA. 
A. L.. Matette, M.D., F.A:C.A., Boston, Massachusetts. 
A New ANTIHISTAMINIC COMPOUND FOR THE TREATMENT OF URTICARIA AND HAy 
FEVER. 
Salvatore N. Saletia, M.D., F.A.C.A., Chicago, Tlinois............00.0eeeeee 366 
An EVALUATION OF THE PAtcH Test BASED. ON EXPERIMENTAL FINDINGS. 
Max Grolnick, M.D., F.A.C.A., Brooklyn, New York........... 368 
An ADAPTER FOR THE RAPID PERFORMANCE OF THE PUNCTURE SKIN TEST. 
A A. Irwin Kleinman, M.D., F.A.C.A., Brooklyn, New York............000eee0: 372 
INDUSTRIAL DERMATITIS CONTROL. 
Nathan Francis, M.D., F.A.C.A., Rochester, New York............0.0cc00e08 374 
THE CLINICAL SIGNIFICANCE OF ACETYLCHOLINE, 
J. Gardner Hopkins, New York, New York.......... 377 
, THE TREATMENT OF BRONCHIAL ASTHMA WITH ISUPREL. ‘ 
ye William H. Lipman, M.D., Kenosha, Wisconsin. 384 
Reports IN Brier—Papers Read by Title, AC/ 390 
ProGRESS IN ALLERGY: 
} Bronchial Asthma. V. Critical Review of the Literature. 
Leon Unger, M.D., F.A.C.A., and Benjamin F. Gordon, M.D., F.A. 


| 
7 
. 

! 

Vv 
News 


al JULY-AUGUST, 1949 


URTICARIA PHOTOGENICA. 
Stephan. Epstein, M.D., F.A.C.A., Marshfield, Wisconsin 


THE CLINICAL APPLICATION OF A NEW PIPERAZINE COMPOUND. 
I. Human Pharmacology. 
Stanislaus H. Jaros, M.D., F.A.C.A., Julio C. Castillo, A.B., B.S., and 
Edwin J. De Beer, Ph.D., Tuckahoe, New York 


II. Clinical Observations. 
Stanislaus H. Jaros, M.D., F.A.C.A., Tuckahoe, New York 
ANTIGEN-ANTIBODY MECHANISMS IN NEUROTROPIC VIRUS DISEASES. 
Berry Campbell, Ph.D., and R. A. Good, M.D., Ph.D., 
Minneapolis, Minnesota 


PROTEIN AND VITAMIN METABOLISM IN THE ALLERGIC STATE. 
Thomas J. Adams, M.D., F.A.C.A., Richmond Hill, New York 


OBSERVATIONS ON SEVERE PENICILLIN REACTIONS. 
M. H. Samitz, M.D., and Peter N. Horvath, M.D., 


BRONCHIAL ASTHMA CAUSED BY THE INHALATION OF Woop Dust. 
David Ordman, B.A., M.D., Ch.B. (Cape Town), D.P.H. (Rand), F.A.C.A., 


ALLERGIC ARTHRITIS 
Jerome Miller, M. D., Philadelphia, Pennsylvania 


CLINICAL EXPERIENCES WITH B-(P-METHYLBENZHYDRYLOXY ) -ETHYL- 
DIMETHYLAMINE HypDROCHLORIDE. 
Philip M. Schulman, M.D., and Abner M. Fuchs, M.D., 
New York, New 


PHENERGAN (R.P. 3277). 
Maurice H. Shulman, M.D., Boston, Massachusetts.................0ce0008 
THE ABSENCE OF THE Revects. OF BENADRYL ON THE HEMATOPOIETIC SYSTEM. 
Howard C. Leopold, M.D., F.A.C.A., Philadelphia, Pennsylvania............ 
ProcRAM—Fall Graduate Instructional Course in Allergy facing 


MICROPOWERED AMINOPHYLLINE OR THEOPHYLLINE INHALATION THERAPY 
IN CHRONIC BRONCHIAL ASTHMA, 
George V. Taplin, M.D., Arthur L. Gropper, M.D., and Gordon Scott, with 


ALLERGY OF THE Eye AssociATED WITH MIGRAINE HEADACHE. 
Bernard M. Zussman, M.D., F.A.C.A., Memphis, Tennessee...............-. 


CutTANEous REACTIONS TO ToBAcco ANTIGEN IN ALLERGIC AND 


NONALLERGIC CHILDREN. 
A, Oliveira Lima, M.D., F.A.C.A., and Glynne Rocha, M.D., 


490 


. 492 


502 
506 


510 


513 


524 


A HANby DropPER FOR SCRATCH TESTING. 
Alvin Seltzer, M.D., F.A.C.A., Washington, D. C 


MANAGEMENT OF ANESTHESIA FOR THE ALLERGIC PATIENT. 
Richard E. Brenneman, M.D., Reading, Pennsylvania...................0.. 


THE TREATMENT OF INTRINSIC BRONCHIAL ASTHMA WITH AUTOGENOUS VACCINE. 
A. C. Grorud, M.D., Bismarck, North Dakota 


PROGRESS IN ALLERGY : 
Bronchial Asthma V. Critical Review of Literature. 
(Continued from issué). 
Leon te M.D., 1.C.A., and Benjamin F. Gordon, 
, ACA, Illinois 


532 


534 


550 


‘ 
@ 
lad 
|_| 
|_| 
+ 
| 
IV 


SEPTEMBER-OCTOBER, 1949 


Funer THE ErioLocy or Respiratory ALLERGIC DiSEASES. 
X. Intrinsic Fungus Factors in Relation to Asthma. sah 


XI. Phytopathogenic Fungi in Aerobiological Populations. 
Marie Betzner Morrow, Ph.D., and Harry Delbert 


XII. Further Studies With Mold Extracts. 
Homer E. Prince, M.D., F.A.C.A., Houston, Texas, Carl E. 
— Arbesman, M.D., Buffalo, New York, Earl D. Sellers, M.D., 
~F.A.C.A., Abilene, Texas, Paul T. Petit, M.D. F.AC.A., 
; Beaumont, Texas, Ethan Allan Brown, M.D., F.A.C.A., Boston, 
= i. Massachusetts, and Marie B. Morrow, Ph.D., Austin Texas.......... 597 


XIII. The Use of a Concentrated Extract in the Treatment of 
Mold-Sensitive Patients. 
Karl D. Figley, M.D., and Frank F. A. Rawling, M.D., Toledo, Ohio.. 610 


te 
PROCEDURE FOR DETERMINATION OF AEROSOL DELIVERY AND STABILITY 
NEBULIZATION. 
_ H. A, Abrahamson, M.D., F.A.C.A., B. Sklarofsky, A.B., and C. Reiter, M.D., 
a New York, New York, and Cold Spring Harbor, New York............. 612 
J a. PENICILLIN SENSITIVITY. 
INHALANT ALLERGY. 
I. The Whealing Response of the Skin to Serial Dilution Testing. 


Herbert J. Rinkel, M.D., F.A.C.A., Kansas City, Missouri.......... 625 
II. Factors Modifying the Whealing Response of the Skin. 

Herbert J. Rinkel, M.D., F.A.C.A., Kansas City, Missouri............ 631 
IIT. The Coseasonal Application of Serial Dilution Testing (Titration). 

Herbert J. Rinkel, M.D., F.A.C.A., Kansas City, Missouri............ 639 


THE TopicAL APPLICATION OF THEPHORIN. 

Carl IV’. Laymon, M.D., Minneapolis, Minnesota, John F. Madden, M.D., 
4 Saint Paul, Minnesota, and John F. Schmid, M.D., Minneapolis, 

= 


‘ Corn SUGAR AS AN ALLERGEN. 
“ Theron G. Randolph, M.D., F.A.C.A., and Leona B. Yeager, M.D., 
rT a THE Use or Bacitracin, A NEw ANTIBIOTIC, IN AEROSOL FoRM. 
Samuel J. Prigal, M.D., and Moses L. Furman, M.D., 


DIATRIN HypROCHLORIDE. 
Frank C. Combes, M.D., Ruth Zuckerman, M.D., and 


Orlando Canizares, M.D., New York, New York..............ecceccececes 676 
PossiBLE Uses or A DELAYED ACTION ANTIHISTAMINIC. 
Milton M. Hartman, M.D., F.A.C.A., San Francisco, California............ 679 
SENSITIVITY TO KELCOLOID. 
A> Over, FAG As San Diego; 681 


ORSERVATIONS ON THE ACTION OF ORTHOXINE IN PATIENTS 
BroNCHIAL ASTHMA. 
Sidney Friedlaender, M.D., and Alex S. Friedlander, M.D., V'.A.C.A., 


ProGREss IN ALLERGY: 
Hay Fever. 
Morris A. Kaplan, M.S., M.D., F.A.C.A., and 
Norman J. Ehrlich, M.S., M.D., F.A.C.A., Chicago, Illinois.............. 689 


News ITEMS 


| Book REvIEWS 


| 
14, 
> &. 
1 
- @ 
4 
‘ab 


NOVEMBER-DECEMBER, 1949 


CuHronic ULcerATive CoLtitis—AN ALLERGIC DISEASE. 
Albert H. Rowe, M.D., F.AC.A., Oakland, 727 


TESTING FOR IDENTITY AND Purity OF POLLEN EXTRACTS. 
Roger P. Wodehouse, Ph.D., Pearl River, New 


PERSISTENT CoUGH AND BroNCHOSPASM DUE To EXxposuRE TO FUMES 
FROM RANGE OIL, 
Ethan Allan Brown, M.D., F.A.C.A., Boston, Massachusetts................ 756 


AEROSOLS. 


1. The Urinary Excretion of Inhaled Phenolsulfonphthalein Mists. 
H, A. Abramson, M.D., F.A.C.A., C Reiter, M.D., H. H. Gettner, M.A., 
and; New. York, New Works 761 


COMPARATIVE Toxicity AND SIDE EFFECTS OF THE ANTIHISTAMINIC DRUuGs. 
Emanuel Schwartz, M.D., F.A.C.A., Brooklyn, New York.................. 770 


EvALuATION oF NEO-ANTERGAN IN DERMATOLOGY. 


Norman Tobias, M.D., and Joseph Grindon, Jr., M.D., St. Louis, Missouri... 778 


SuspcuTANEOUS EMPHYSEMA COMPLICATING CHRONIC BRONCHIAL ASTHMA. 
Saul W. Chester, M.D., F.A.C.A., Paterson, New Jersey................224: 783 


ANXIETY AS A FAcTorR IN ASTHMA. 


Samuel Loss, MD., F.ACA., Youngstown; Ohio... 785 
PoLLEN ALLERGY IN THE CiTy oF SAo PAULO, BRAZIL. 
Ernesto Mendes, M.D., F.A.C.A., Sao Paulo, Brazil................0.008-. 787 


UnusuaL_y Goop Resutts WitH CoMBINED ANTIGEN-ANTI- 
HISTAMINE THERAPY, SHORTENING THE TREATMENT OF HAY FEVER. 
A. L. Matta, M.D., F.AC.A., Boston, Massachusetts... 2000006 789 


SIGNIFICANCE OF MEDIASTINAL SHIFT IN ASTHMA. 
Leslie H. Osmond, M.D., Pittsburgh, Pennsylvania............. 799 


SKIN SENSITIZATION TO BAL OINTMENT. 
Charles M. Jenkins, M.D., F.A.C.A., Chicago, Illinois..................008% 807 


HUNGARIAN MEpicaAL TRADE UNION ASSOCIATION OF PHYSICIANS, SECTION OF 
ALLERGISTS. 
Abstracts of Lectures Presented at Second Meeting, June 2, 1948............ 812 


EpITORIAL: 


ProGRESss IN ALLERGY: 
Miscellaneous Allergy—1949. 
Ld. Help, M.D., FAC.A., Cedar Rapids, Towa 


| 
| 
VI 
3 


| Sndex to Volume 


A 


Abramson, Harold A., and Grosberg, Samuel: Skin reactions XVI. Comparison of 
antihistaminic action of Pyribenzamine and epinephrine introduced into human 
skin by electrophcresis, 325 

Abramson, Harold A., Reiter, C., Gettner, H. H., and Sklarofsky, B.: Aerosols I. 
The urinary excretion of inhaled phenosulfonphthalein mists, 761 

Abramson, Harcld A., Reiter, Carl, Sklarofsky, Bernard, and Gettner, Henriette H.: 
Standardization procedure for determination of aerosol delivery of nebulizers by 
phenosulfonphthalein aerosols. (Abstract), 390 

Abramson, H. A., Sklarofsky, B., and Reiter, C.: Procedure for determination of 
aerosol delivery and stability during nebulization, 612 

Absence of the effects of Benadryl on the hematopoietic system, The, (Howard C. 
Leopold), 510 

Acetylcholine, The clinical significance of, (J. Gardner Hopkins), 377 

Acquired sensitization of liver extracts (Abstract). (G. Gortvai), 816 

Adams, Thomas J.: Protein and vitamin metabolism in the allergic state (A_pre- 
liminary study), 482 

Adapter for the rapid performance of the puncture skin test, An, (A. Irwin Klein- 
man), 372 

Aerobiological populations, XI. Phytopathogenic fungi in, (Mold fungi in the etiology 
of respiratory allergic diseases) (Marie Betzner Morrow and Harry Delbert 
Thiers), 592 

Aerosols I. The —— excretion of inhaled phenosulfonphthalein mists. (Harold 
A. Abramson, Reiter, H. H. Gettner, and B. Sklarofsky), 761 

Aercsol delivery a stability, Procedure for determination of, during nebuliza- 
tion, (H. A. Abramson, B. Sklarofsky, and C. Reiter), 612 

Aerosol delivery of nebulizers, Standardization procedure for determination of, by 
phenosulfonphthalein aerosols (Abstract). (Harold A. Abramson, Carl Reiter, 
Bernard Sklarofsky, and Henriette H. Gettner), 390 

Aerosol form, The use of bacitracin, a new antibiotic, in, (Preliminary observations) 
(Samuel J. Prigal and Moses L. Furman), 662 

Aerosol penicillin in allergic patients with respiratory infections (Abstract) (Mayer 
A. Green), 394 

Air-borne fungi, A study of the incidence of, in the city of Rio de Janeiro. (Nelson 
Passarelli, Mario Pinto de Maranda, and Carlos de Castro), 334 

Air-sampling device, A Durham-type, for less than one dollar, (Abstract) (Bernard 
Dickstein), 394 

Alcohol, An experimental study of the effect of, and alcoholic beverages on allergic 
reactions. (Susan C. Dees), 185 

Alimentary tract, Allergic relationships of diseases of the, (Abstract) (B. Fornet), 815 

Allergen, Corn sugar as an, (Theron G. Randolph and Leona B. Yeager), 651 

Allergens, A review of the chemical apprcach to, (Harry S. Bernton), 13 

Allergic arthritis. (Jerome Miller), 497 

Allergic conditions, Therapeutic effects of certain antihistamine drugs in, (Hilbert 
L. Harris), 206 

Allergic coryza, perennial, The diagnosis and treatment of, (A. L. Maietta), 359 

Allergic dermatoses, pruritus and, A new antihistaminic agent for the treatment of— 
Diatrin hydrochloride, (Frank C. Combes, Ruth Zuckerman, and Orlando 
Canizares), 676 

Allergic disease, Chronic ulcerative cclitis, an, (Albert H. Rowe), 727 

Allergic disease of the heart (Abstract) (B. Laszlo), 817 

Allergic diseases, A clinical evaluation of Neohetramine in, (Emanuel Schwartz and 
Jacob Reicher), 320 

Allergic diseases, respiratory, Mold fungi in the etiology of, IX. Further studies with 
mold extracts. (Homer E. Prince, Stephan Epstein, Karl D. Figley, Fred W. 
Wittich, L. Dell Henry, and Marie B. Morrow), 301 

Allergic diseases, respiratory, Mold fungi in the etiology of, X. Intrinsic fungus 
factors in relation to asthma. (L. O. Dutton), 585 

Allergic diseases, respiratory, Mold fungi in the etiology of, XI. Phytopathogenic 
fungi in acrobiological populations. (Marie Betzner Morrow and Harry Delbe rt 
Thiers), 

Allergic oe respiratory, Mold fungi in the etiology of, XII. Further studies 
with mold extracts. (Homer E. Prince, Carl -B. Arbésman, Earl D. Sellers, Paul 
T. Petit, Ethan Allan Brown, and Marie B. Morrow), 597 


NovEMBER-DECEMBER, 1949 


— | 
| 
4 
7 
= 
+ 


INDEX 


Allergic diseases, respiratory, Mold fungi in the etiology of, XIII. The use of a 
concentrated extract in the treatment of mold-sensitive patients. (Karl D. 
Figley and Frank F. A. Rawling), 610 

Allergic eczematous sensitization, Repeated patch testing in, (Victor H. Witten and 
Hilliard M. Shair), 32 

Allergic paroxysms, Relationships of, in the female sex cycle (Abstract), (K. 
Hajos), 816 

Allergic patients, Aerosol penicillin in, with respiratory infections (Abstract), (Mayer 
A. Green), 394 

Allergic reactions, An experimental study of the effect of alcohol and alcoholic bev- 
erages on, (Susan C. Dees), 185 

Allergic relationships of diseases of the alimentary tract (Abstract). (B. Fornet), 815 

Allergic sensitization, The origin of patterns of, (Roger P. Wodehouse), 172 

Allergic state, Protein and vitamin metabolism in the, (A preliminary study) (Thomas 
J. Adams), 482 

Allergodermatoses, Physical (Abstract), (E. Rajka), 815 

Allergy, Bacterial—An extreme hypersensitization commonly found in chronic brucel- 
losis. (Joseph Franklin Griggs), 350 

Allergy, Food, as a factor—Rheumatoid arthritis. (Michael Zeller), 200 

Allergy, inhalant. I. The whealing response of the skin to serial dilution testing. 
(Herbert J. Rinkel), 625 

Allergy, inhalant. II. Factors modifying the whealing response of the skin. (Herbert 
J. Rinkel), 631 


Allergy, Inhalant. HII. The —_ application of serial dilution testing (titra-_ 


tion). (Herbert J. Rinkel), 6 a 

Allergy, Benadryl: intravenous ne in, (Benjamin Zolov), 254 

Allergy, Pollen, in the city of Sao Paulo, Brazil, (Ernesto Mendes), 787 

Allergy, Sinusitis, and bacterial vaccine, (K. A. Baird), 339 _ 

Allergy and the tonsil problem in children. (Norman W. Clein), 329 

Allergy as the cause of mulberry hypertrophy of the inferior turbinate. (Linden 
J. Wallner), 258 

Allergy of the eye associated with migraine headache (Case report) (Bernard M. 
Zussman), 524 

Allergy of the pancreas and of the salivary glands (Editorial), 266 

Allergy, Pediatric—(Progress in Allergy), (Jerome Glaser), 268 

Allergy, The role of, in rheumatoid arthritis and a suggested treatment, (George E. 
Rockwell), 195 

Allergy, Tuberculous, and bronchial asthma (Abstract), (T. Gluck), 812 


Allergy, vascular, The manifestations and mechanisms of, a critical review (Progress 


in Allergy), (John B. Miale), 124 

Aminophylline, Micropowdered, or theophylline inhalation therapy in chronic bron- 
chial asthma (Evaluation by recorded vital capacity changes), (George V. Tap- 
lin, Arthur L. Gropper, and Gordon Scott, with the technical assistance of James 
R. Hageman), 513 

Ammonium salts, Separation by means of, of the antibody-antigen reaction from 
the response cf the smooth muscle, (A. J. Weil, and E. Rose), 

Anesthesia, Management of, for the allergic patient, (Richard E. Brenneman), 534 

Anglin, George Chambers (In Memorian), 295 


Annis, I. Alan, Brown, Ethan Allan, and Goiten, Lionel P.: A study of one hundred ; 


allergic individuals by the Minnesota Multiphasic Personality Inventory Test 
(Abstract), 393 

Antibiotic, a new, The use of bacitracin, in aerosol form (Preliminary observations). 
(Samuel J. Prigal and Moses L. Furman), 662 

Antibody-antigen reaction, Separation by means of ammonium salts of the, from the 
response of the smooth muscle, (A. J. Weil, and E. Rose), 108 


Anticholinergic agents III. Evaluation of therapeutic substances employed for the | 


relief of bronchospasm. (John F. Beakey, Elliott Bresnick, Leon Levinson, and 
Maurice S. Segal), 113 


Antigen-antibody mechanisms in neurotropic virus diseases. (Berry Campbell and — 


R. A. Good), 471 

Antigen-antihistamine therapy, Unusually good results in pollinosis with combined, 
(A. L. Maietta), 789 

Antigen, tobacco, Cutaneous reactions to, in allergic and nonallergic children, (A. 
Oliveria Lima and Glynne Rocha), 528 

Antihistamine drugs, Therapeutic effects of certain, in allergic conditions, (Hilbert 
L. Harris), 206 


&46 a ANNALS OF ALLERGY 


| 
~* 
4 
> 
i” 
| 
ad 
| 


INDEX 


Antihistaminic, A new. Clinical experiences with B-(p-methylbenzhydryloxy) -ethyl- 
dimethylamine hydrochloride. (Philip M. Schulman and Abner M. Fuchs), 502 

_ Antihistaminic action, Comparison of, of Pyribenzamine and epinephrine introduced 
into human skin by electrophoresis (Skin reactions XVI), (Harold A. Abramson, 
and Samuel Grosberg), 325 

Antihistaminic agent, A new, for the treatment of pruritus and allergic dermatoses— 
Diatrin hydrochloride. (Frank C. Combes, Ruth Zuckerman, and Orlando Cani- 
zares), 676 

Antihistaminic compound, A new, for the treatment of urticaria and hay fever, 
(Salvatore N. Saletta), 366 

Antihistaminic drugs, Comparative toxicity and side effects of the, (Emanuel 
Schwartz), 770 

Antihistaminic drugs, synthetic, Correlation of experimental data with clinical be- 
havior of, (Alex S. Friedlaender and Sidney Friedlaender), 83 

Antihistaminic drugs, The use of, in human tuberculosis, (A. R. Judd and Alfred 
R. Henderson), 306 

Antihistaminic, Possible uses of a delayed-action (clinical trials), (Milton M. Hart- 
man), 679 

Antistine (phenyl-benzyl-amino-methyl-imidazoline), The effect of substitution of, 
for Benadryl or Pyribenzamine during the height of the ragweed pollen season, 
(Bernard Dickstein), 250 

Anxiety as a factor in asthma—a case report. (Samuel R. Zoss), 785 

Approach to the problem of “epinephrine fastness,” An, (Frederick F. Yonkman, 
and Frank L. Mohr), 60 

Arbesman, Carl E., Prince, Homer E., Sellers, Earl D., Petit, Paul T., Brown, Ethan 
Allan, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 
diseases XII. Further studies with mold extracts, 597 

Arthritis, Allergic, (Jerome Miller), 497 

Arthritis, rheumatoid, The role of allergy in, and a suggested treatment, (George 
E. Rockwell), 195 

Arthritis, Rheumatoid—Food allergy as a factor, (Michael Zeller), 200 

Asthma, X. Intrinsic fungus factors in relation to, (Mold fungi in the etiology of 
respiratory allergic disease), (L. O. Dutton), 585 

Asthma, Anxiety as a factor in, (Case Report) (Samuel R. Zoss), 785 

Asthma, Bronchial, V (Progress in Allergy), (Leon Unger, and Benjamin F. Gor- 
don), 397, 551 

Asthma, Bronchial, caused by the inhalaticn of wood dust, (David Ordman), 492 

Asthma, bronchial, Methyl thiouracil treatment of (Abstract), (Mary Katherine 
Hajos), 814 

Asthma, bronchial, Observations on the action of Orthoxine in patients with, (Sid- 
ney Friedlaender and Alex S. Friedlaender), 683 

Asthma, bronchial, Psychosomatic aspects of (Abstract), (K. Hajos), 813 

Asthma, bronchial, Spontaneous rib fracture in, (Maxwell L. Gelfand), 217 

Asthma, bronchial, The role of streptococci in, (Herman A. Heise), 240 

Asthma, bronchial, The treatment of, with Isuprel, (William H. Lipman), 384 

Asthma, bronchial, Tuberculous allergy and (Abstract), (T. Gluck), 812 

Asthma, chronic bronchial, Micropowdered aminophylline or theophylline inhalation 
therapy in (Evaluation by recorded vital capacity changes), (George V. Taplin, 
Arthur L. Gropper, and Gordon Scott, with the technical assistance of James 
R. Hageman), 513 

Asthma, chronic bronchial, Subcutaneous emphysema complicating—a report of two 
cases, (Saul W. Chester), 783 

Asthma, intrinsic bronchial, The treatment of, with autogenous vaccine, (A. C. 
Grorud), 540 

Asthma, Significance of mediastinal shift in, (Leslie H. Osmond), 799 

Asthmatic attack, Massive spontaneous subcutaneous emphysema occurring in an 
(Abstract), (Maury D. Sanger), 395 

Asthmatic patients, An evaluation of routine x-ray findings in (Abstract), (Ethan 
Allan Brown, Max Ritvo, and Meyer Ritvo), 393 

Atopic ——> The use of oral potassium treatment in (Abstract), (Ethan Allan 
Brown), 392 

Autoserotherapy, Whale and, in the treatment of 
(Perry A. Sperber), 


NovEMBER-DECEMBER, 1949 


4 
f 
i 
1 
1 
_4 
4 
847 


EX 


Bacitracin, The use of, a new antibiotic, in aerosol form, (Preliminary observations) 
(Samuel J. Prigal and Moses L. Furman), 662 
Bacterial allergy, an extreme hypersensitization commonly found in chronic brucel- 
losis. (Joseph Franklin Griggs), 350 
Bacterial hypersensitivity of the tuberculin type, An improved tissue culture technique 
adaptable to clinical testing for, (Hermann Blatt, Frank A. Nantz, and Jeanne 
M. Rehm), 170 
Bacterial —_ Sinusitis, allergy, and, (K. A. Baird), 339 
Baird, K. Sinusitis, allergy, and bacterial vaccine, 339 
BAL Moo Skin sensitization to, (Charles M. Jenkins), 807 
Bartlett, Lester L.: Sensitivity to a specific human dander, 215 
Beakey, John F., Bresnick, Elliott. Levinson, Leon, and Segal, Maurice S.: Evalua- 
ticn of therapeutic substances employed for the relief of bronchospasm ITI. 
Anticholingeric agents, 113 
Benadryl activity, The nature of, and its clinical applications, (Thomas H. Mc- 
Gavack), 232 
Benadryl or Pyribenzamine, The effect of substitution of Antistine (phenyl-benzyl- 
amino-methyl-imidazoline) for, during the height of the ragweed pollen season, 
(Bernard Dickstein), 250 
Benadryl: intravenous use in allergy (Benjamin Zolov), 254 
Benadryl, The absence of the effects of, on the hematopoietic system, (Howard C. 
Leopold), 510 
Bernton, Harry S.: A review of the chemical approach to allergens, 13 
Blatt, Hermann, Nantz, Frank A., and Rehm, Jeanne M.: An improved tissue culture 
technique adaptable to clinical testing for bacterial hypersensitivity of the tuber- 
culin type, 170 
Board of Regents, American College of Allergists (photographs), 122 
Bock Reviews 
Abramson, Harold A.: Psychodynamics and the allergic patient, 153 
Babkin, B. P.: Pavlov, a biography, 844 
Bothman, Louis, Crowe, Samuel J., and Hagens, Elmer W.: The 1948 year book 
of eye, ear, nose and throat, 442 
Conn, Howard F. (Ed.): Current therapy 1949, 583 
Farrerons-Co, Francisco J.: The essentials of allergy, 583 
Federal Security Agency: Allergy to cottonseed and other oilseeds (Excerpts 
from testimony before the Administrator), 299 
Glick, David: Techniques of histo- and cyto-chemistry, 441 
Hansel, French K.: Allergy in relation to otolaryngology, 725 
Kabat, Elvin A.: Experimental immunochemistry, 441 
Kallés, Paul (Ed.) : Progress in the science of allergy. Volume I, 152; Volume 
II, 722 
Kreis, Hans A.: Kompendium der Parasitischen Wormer in Menschen (Com- 
pendium of parasitic worms in man), 582 
Marsiai. Nino: Clinica medica, 153 
Silva, M. Rocha E.: Histamine and anaphylaxis and their relation to the patho- 
genesis of the science of allergy, 299 
Soffer, Louis J.: Diseases of the adrenals, 582 
Sulzberger, Marion B. and Baer, Rudolf L.: Year book of dermatology and 
syDhilology 1948, 584 
Tuft, Louis: Clinical allergy, 582 
Vaughn, Warren T.: Practice of allergy (Revised by J. Harvev Black), 299 
Mees J. H.: The microscope, its theory and applications, 722 
Brazil, Sao Paulo, Pollen allergy in the city of. (Ernesto Mendes), 787 
Brennem: in. Richard E.: Management of anesthesia for the allergic patient, 534 
Bresnick, Elliott, Beakey, John F., Levinson, Leon, and Segal, Maurice S.: Evalua- 
tion of therapeutic substances employed for the relief of bronchospasm ITT. 
Anticholinergic agents, 113 
Bronchial _asthma V (Pregress in Allergy) (Leon Unger and Benjamin F. Gordon), 
397, 55 
Bronchial asthma caused by the inhalation of wood dust. (David Ordman), 492 
Bronchial asthma, chronic, Micropowdered aminophylline or theophylline inhalaticn 
therapy in (Evaluation by recorded vital capacitv changes), (George V. _Taplin, 
Arthur L. Gropner, and Gordon Scott, with the technical assistance of James 
R. Hageman), 513 
Bronchial asthma, chronic, Subcutaneous emphysema complicating—-a report of two 


cases. (Saul W. Chester), 783 


848 Sas ANNALS OF ALLERGY 


d 
B 


INDEX 


Bronchial asthma, intrinsic, The treatment of, with autogenous vaccine, (A. C. 
Grorud), 540 

Bronchial asthma, Methyl thiouracil treatment of (Abstract), (Mary Katherine | 
Hajos), 814 

Bronchial asthma, Observations on the action of Orthoxine in patients with, (Sidney | 
Friedlaender and Alex S. Friedlaender), 683 OO 

Bronchial asthma, Psychosomatic aspects of (Abstract), (K. Hajos), 813 

Bronchial asthma, Spontaneous rib fracture in, (Maxwell L. Gelfand), 217 — 

Bronchial asthma, The role of streptococci in, (Herman A. Heise), 240 

Bronchial asthma, The treatment of, with Isuprel, (William H. Lipman), 384 

Bronchial asthma, Tuberculous allergy and (Abstract), (T. Gluck), 812 

Bronchospasin, Evaluation of therapeutic substances employed for the relief of, 
III. Anticholinergic agents. (Jchn F. Beakey, Elliott Bresnick, Leon Levin- 
son, and Maurice S. Segal), 113 

Bronchospasm, Persistent cough and, due to exposure to fumes from range oil—a 
new clinical syndrome. (Ethan Allan Brown), 750 

3rown, Ethan Allan: Persistent cough and bronchospasm due to exposure to fumes 
from range cil—a new clinical syndrome, 756 

Brown, Ethan Allan: The use of oral potassium treatment in atopic dermatitis 
(Abstract), 392 

Brown, Ethan Allan, Annis, I. Alan, and Goiten, Lionel P.: A study of one hundred — 
allergic individuals by the Minnesota Multiphasic Personality Inventory Test 
(Abstract), 393 

Brown, Ethan Allan, Prince, Homer E., Arbesman, Carl E., Sellers, Earl D., Petit, 
Paul T., and Morrow, Marie B.: Mold fungi in the etiology of respiratory 
allergic diseases NII. Further studies with mold extracts, 597 

Brown, Ethan. Allan, Ritvo, Max, and Ritvo, Meyer: An evaluation of routine x-ray 
findings in asthmatic patients (Abstract), 393 

Brown, Ethan Allan, and Ruskin, Simon L.: The use of cevitamic acid in the symp- 
tomatic and coseasonal treatment of pollinosis, 65 

3rucellosis, chronic, Bacterial ailergy, an extreme hypersensitization commonly found — 
in, (Joseph Franklin Griggs), 350 

Cc 

Cafergone (ergotamine tartrate and caffeine) for the relief of attacks, With par- 
ticular reference to the use of, (The treatment of headache). (French K. Han- 
sel), 155 

Campbell, Berry, and Good, R. A.: Antigen-antibedy mechanisms in neurotropic 
virus disease, 471 

Canizares, Orlando, Combes, Frank C., and Zuckerman, Ruth: Diatrin hydrochloride. 
A new antihistaminic agent for the treatment of pruritus and allergic derma- 
toses, 676 

Castillo, Julio C., Jaros, Stanislaus H., and De Beer, Edwin J.: The clinical applica- 
tion of a new piperazine compound. I. Human pharmacology, 458 

“Cerebral edema” due to phenobarbital sensitivity (Clinical study cf a case) (Charles 
M. Jenkins), 346 

Cevitamic acid, The use of, in the symptomatic and coseasonal treatment of polli- 
nosis, (Ethan Allan Brown, and Simon L. Ruskin), 65 

Chemical approach, A review of the, to allergens, (Harry S. Bernton), 13 

Chemical incitement theory, Contributions to, in hypersensitiveness, (Abstract) (I. 
Went), 815 

Chester, Saul W.: Subcutaneous emphysema ccmplicating chronic bronchial asthma 
—a report of two cases, 783 

Chronic ulcerative colitis, an allergic disease. (Albert H. Rowe), 727 

Clein, Norman W.: Allergy and the tonsil problem in children, 329 

Clinical application of a new piperazine compound, The. I. Human pharmacology, 
(Stanislaus H. Jaros, Julio C. Castillo, and Edwin J. De Beer), 458 

Clinical application of a new piperazine compound, The. IT. Clinical observations, 
(Stanislaus H. Jaros), 466 

Clinical evaluation of Neohetramine in allergic diseases, A. (Emanuel Schwartz and 
Jaccb Reicher), 320 

Clinical experiences with B-(p-methylbenzhydryloxy )-ethyldimethylamine hydro- 
chloride (a new antihistaminic). (Philip M. Schulman and Abner M. Fuchs), 
502 

Clinical significance of acetylcholine, The. (J. Gardner Hopkins), 377 

Coccidioidomycosis treatment with histamine (Abstract) (Hinton D. Jonez), 395 | 


1949 R49 


| 
: 
le 
> 
= 
* 


INDEX 


olitis, Chronic ulcerative, an allergic disease, (Albert H. Rowe), 727 —_ 
> College progress (Editorial), 
Combes, Frank C., Zuckerman, Ruth, and Canizares, Orlando: Diatrin hydrochloride. 

a A new antihistaminic agent for the treatment of pruritus and allergic derma- 

toses,676 
a Comparative toxicity and side effects of the antihistaminic drugs (Emanuel Schwartz), 

770 
a 


Contributions to chemical incitement theory in hypersensitiveness (Abstract). 
Went), 815 

Corn sugar as an allergen. (Theron G. Randolph and Leona B. Yeager), 651 

Correlation of experimental data with clinical behavior of synthetic antihistaminic 
drugs. (Alex S. Friedlaender and Sidney Friedlaender), 83 

Coryza, perennial allergic, The diagnosis and treatment of, (A. L. Maietta), 359 

Cough, Perisistent, and bronchospasm, due to exposure to fumes from range oil— 
a new clinical syndrome. (Ethan Allan Brown), 756 

Cuellar, Ofelia, and Salazar Mallen, M.: Immunological studies with sera from 

penicillin-allergic patients, 1 

Cutaneous reactions to tobacco antigen in allergic and nonallergic children. (A. Oliv- 

eira Lima and Glynne Rocha), 528 


D 


Dander, human, Sensitivity to a specific, (Lester L. Bartlett), 215 

De Beer, Edwin J., Jaros, Stanislaus H., and Castillo, Julio C.: The clinical appli- 
cation of a new piperazine compound. I. Human pharmacology, 458 

De Castro, Carlos, Passarelli, Nelson, and Pinto de Maranda, Mario: A study of 
the incidence of air-borne fungi in the city of Rio de Janeiro, 334 

Dees, Susan C.: An experimental study of the effect of alcohol and alcoholic bev- 
erages on allergic reactions, 185 

—— atopic, The use of oral potassium treatment in, (Abstract) (Ethan Allan 

rown), 

Dermatitis, House ivy—treatment of alcoholic extract of house ivy leaves, (Samuel 
E. Rynes), 62 

Dermatitis, Industrial, control. (Nathan Francis), 374 


he Dermatology, An evaluation of Neo-Antergan in, (Norman Tobias and Joseph 

x Grindon), 778 

7 Dermatoses, allergic, pruritus and, A new antihistaminic agent for the treatment of, 
Diatrin hydrocholoride (Frank C. Combes, Ruth Zuckerman, and Orlando 


Canizares), 676 

Diabetic dispensers in prevention of complications. (Abstract) (D. Simor), 817 

Diagnosis and treatment of perennial allergic coryza, The, (A. L. Maietta), 359 

Diatrin hydrochloride, A new antihistaminic agent for the treatment of pruritus and 
allergic — (Frank C. Combes, Ruth Zuckerman, and Orlando Caniz- 
ares), 

Dickstein, a A Durham-type air-sampling device for less than one dollar 
(Abstract), 394 

Dickstein, ‘Bernard: The effect of substitution of Antistine (phenyl-amino-methyl- 
imidazoline) for Benadryl or Pyribenzamine during the height of the ragweed 
pollen season, 250 

Diphtheria, Immunity to, induced by a booster dose of alcohol-refined, alum-pre- 
cipitated toxoids. (Howard G. Rapaport, and M. Murray Peshkin), 165 

Dropper, A handy, for scratch testing. (Alvin Seltzer), 532 

Drug sensitivity, Studies of, (O. C. Hansen-Pruss), 219 

Drugs, synthetic antihistaminic, Correlation of experimental data with clinical be- 
havior of, (Alex S. Friedlaender. and Sidney Friedlaender), 83 

Duca, Charles J., and Scudi, John V.: Neohetramine in the treatment of experi- 
mental tuberculosis, 318 

Durham-type air-sampling device for less than one dollar, A, (Abstract) (Bernard 
Dickstein), 394 

Dust, wood, Bronchial asthma caused by the inhalation of, (David Ordman), 492 

Dutton, L. O.: Mold fungi in the etiology of respiratory allergic diseases. X. In- 

trinsic fungus factors in relation to asthma, 585 


E 


Eczema, infantile, Mycotic infection and allergy against fungi in the pathomechanism 
of, (Abstract) (E. Liebner), 812 
Eczematous sensitization, allergic, Repeated patch peice in, (Victor H. Witten, and 
Hilliard M. Shair), 32 


850 a ANNALS OF ALLERGY 
Aa 


4 


A 
| 
4 


= 


INDEX 


Eczematous sensitization, A study of the frequency of, (The topical application of 

} Thephorin), (Carl W. Laymon, John F. Madden, and John F. Schmid), 646 A 

“Edema, Cerebral” due to phenobarbital sensitivity (Clinical study of a case) 

(Charles M. Jenkins), 346 

Editorials 

Allergy of the pancreas and of the salivary glands, 266 

Ccllege progress, 123 

Simultaneous sessions, 550 

Uniformity, For the sake of, 818 

; von Pirquet gold medal, The, 550 

Effect of substitution of Antistine (phenyl-benzyl-amino-methyl-imidazoline) for 
Benadryl or Pyribenzamine during the height of the ragweed pollen season, The, 
(Bernard Dickstein), 250 

Ehrlich, Norman J., and Kaplan, Morris A.: Hay fever—a review of the literature 
of 1948 (Progress in Allergy), 689 

_ Electrophoresis, Comparison of antihistaminic action of Pyribenzamine and epineph- 

: rine introduced into human skin by, (Skin reactions XVI) (Harold A. 

Abramson and Samuel Grosberg), 325 

Emphysema, Massive spontaneous subcutaneous, occurring in an asthmatic attack, 

(Abstract) (Maury D. Sanger), 395 

Emphysema, Subcutaneous, complicating chronic bronchial asthma—a report of two 

eases (Saul W. Chester), 783 

-Epidermophytosis, Whale oil, trichophytin, and autosero-therapy in the treatment of, 

(Perry A. Sperber), 91 

Epinephrine, Comparison of antihistaminic action of Pyribenzamine and, introduced 
into human skin by electrophoresis (Skin reactions XVI) (Harold A. Abram- 
son and Samuel Grosberg), 325 

“Epinephrine fastness,’ An approach to the problem of, (Fredrick F. Yonkman and 
Frank L. Mohr), 60 

Epstein, Stephan: Urticaria photogenica. Report of two cases, one of them associated 
with purpura photogenica, 443 

Epstein, Stephan, Prince, Homer E., Figley, Karl D., Wittich, Fred W., Henry, L. 
Dell, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 
diseases IX. Further studies with mold extracts, 301 

(EB —— tartrate and caffeine) Cafergone, With particular reference to the use 

for the relief of attacks (The treatment of headache) (French | K. Hansel), 
455 

‘valuation of the patch test based on experimental findings, An (Max Grolnick) 368 

<valuation of routine x-ray studies in asthmatic patients, and (Abstract) (Ethan 
Allan Brown, Max Ritvo, and Meyer Ritvo), 393 

Evaluation of Neo-Antergan in dermatology, An, (Norman Tobias and Joseph 
Grindon, Jr.), 778 

Evaluation of therapeutic substances employed for the relief of bronchospasm ITI. 
Anticholinergic agents (Jchn F. Beakey, Elliott Bresnick, Leon Levinson, and 
Maurice S. Segal), 113 

_ Experimental study of the effect of alcohol and alcoholic beverages on allergic re- 

actions, An, (Susan C. Dees), 185 - 

7 ns pollen, Testing for identity and purity of, (Roger P. Wodehouse), 752 

( _ Eye, Allergy of the, associated with migraine headache (Case report) (Bernard M. 

Zussman), 524 


_ Farrerons-Co, Francisco J.: Histamine-sympathin balance, 46 

~ Feinblatt, Theodore M., and Love, Robert: Oral pollen absorption, 228 

Female sex cycle, Relationships of allergic paroxysms in the, (Abstract) (K. 
Hajos), 816 

-Figley, Karl D., Prince, Homer E., Epstein, Stephan, Wittich, Fred W., Henry, 
L. Dell, and Morrow, Marie B.: Mold fungi in the etiology of respiratory al- 
; lergic diseases, IX. Further studies with mold extracts, 301 

-Figley, Karl D., and Rawling, Frank F. A.: Mold fungi in the etiology of respiratory 
allergic diseases, XIII. The use of a concentrated extract in the treatment of 
mold-sensitive patients, 610 

: Food near asa factor—Rheumatoid arthritis (Michael Zeller), 200 


815 
-F racture, spontaneous rib, in bronchial asthma (Maxwell L. Gelfand), 217 
Francis, Nathan: Industrial dermatitis control, 374 


1949 
= 


- 
851 


INDEX 


Friedlaender, Alex S., and Friedlaender, Sidney: Correlation of experimental data 
with clinical behavior of synthetic antihistaminic drugs, 83 
Friedlaender, Alex S., and Friedlaender, Sidney: Observations on the action of 

Orthoxine in patients with bronchial asthma, 683 
Fuchs, Abner M., and Schulman, Philip M.: Clinical experiences with B-(p-methyl- 

benzhydryloxy)-ethyldimethylamine hydrochloride (A new antihistaminic), 502 
Fumes from range oil, Persistent cough and bronchospasm due to exposure to—a 

new clinical syndrome (Ethan Allan Brown), 756 
: Fungi, Phytopathogenic, in aerobiological populations, XI, (Mold fungi in the eitology 

of respiratory allergic diseases) (Marie Betzner Morrow and Harry Delbert 
Thiers), 592 
Fungi, air-borne, A study of the incidence of, in the city of Rio de Janeiro (Nelson 
Passarelli, Mario Pinto de Maranda, and Carlos de Castro), 334 
Fungi, Mycotic infection and allergy against, in the pathomechanism of infantile 
eczema (Abstract) (E. Liebner), 812 
Fungus factors, Intrinsic, in relation to asthma, X. (Mold fungi in the etiology of 
respiratory allergic diseases) (L. O. Dutton), 585 
Furman, Moses L., and Prigal, Samuel J.: The use of bacitracin, a new antibiotic, in 
aeroscl form (Preliminary observations), 662 


G 
Gelfand, Maxwell L.: Spontaneous rib fracture in bronchial asthma, 217 
Gettner, H. H., Abramson, Harold A., Reiter, C., and Sklarofsky, B.: Aerosols, I. The 
urinary excretion of inhaled phenolsulfonphthalein mists, 761 
ane, Henriette H., Abramson, Harold A., Reiter, Carl, and Sklarofsky, Bernard: 
Standardization procedure for determination of aerosol delivery of nebulizers by 
phenolsulfonphthalein aerosols (Abstract), 390 
: Glaser, Jerome: Pediatric allergy—a critical review of recent literature (Progress in 
Allergy), 208 
Gluck, T.: Tuberculous allergy and bronchial asthma (Abstract), 812 
Goiten, Lionel P., Brown, Ethan Allan, and Annis, I. Alan: A study of one hundred 
allergic individuals by the Minnesota Multiphasic Personality Inventory Test 
(Abstract), 393 
Good, R. A., and Campbell, Berry: Antigen-antibody mechanisms in neurotropic virus 
disease, 471 
Gordon, Benjamin F., and Unger, Leon: Bronchial asthma V (Progress in Allergy), 
397; 551 
Gortvai, G.: Acquired sensitization of liver extracts (Abstract), 816 


Green, Mayer A.: Aerosol penicillin in allergic patients with respiratory infections 
(Abstract), 394 


77 Griggs, Joseph Franklin: Bacterial allergy. An extreme hypersensitization commonly 
- found in chronic brucellosis, 350 
: Grindon, Joseph, Jr., and Tobias, Norman: An evaluation of Neo-Antergan in der- 


matology, 778 
7 Grinnell, Ernest L., and Haunz, Edgar A.: Sensitivity reacticns from penicillin prep- 
: arations of prolonged action, 4 
seers Max: An evaluation of the patch test based on experimental findings, 368 
Gropper, Arthur L., Taplin, George V., and Scott, Gordon, with the technical as- 
i ; sistance of Hageman, James R.: Micropowdered aminophylline or theophylline in- 
halation therapy in chronic bronchial asthma (Evaluation by recorded vita! 
capacity changes), 513 
Grorud, A. C.: The treatment of intrinsic bronchial asthma with autogenous vac- 
cine, 540 
Grosberg, Samuel, and Abramson, Harold A.: Skin reactions, XVI. Comparison of 
antihistaminic action of Pyribenzamine and epinephrine introduced into the skin 
by electrophoresis, 325 


H 


Hageman, James R., Taplin, George V., Gropper, Arthur L., and Scott, Gordon: 
Micropowdered aminophylline or theophylline inhalation therapy in chronic 
bronchial asthma (Evaluation by recorded vital capacity changes), 513 

Halpin, L. J.: Miscellaneous allergies (Progress in Allergy), 820 

Hajos, K.: Psychosomatic aspects of bronchial asthma (Abstract), 813 

Hajos, K.: Relationships of allergic paroxyisms in the female sex cycle (Abstract), 


816 
~ Hajos, M. K.: Hormone allergy (Abstract), 816 
ANNALS OF ALLERGY 


| 
q 


INDEX 


Hajos, Mary Katherine: Methyl thiouracil treatment of bronchial asthma (Ab- 
stract), 814 
- dropper for scratch testing, A, (Alvin Seltzer), 532 

Hansel, French K.: Penicillin sensitivity. 619 
~ Hansel, French: The treatment of headache. With particular reference to the use of 
: Cafergone (ergotamine tartrate and caffeine) for the relief of attacks, 155 
‘Hansen- Pruss, O. C.: Studies of drug sensitivity, 219 

Harris, Hilbert L.: Therapeutic effects of certain antihistamine drugs in allergic 

conditions, 206 

Harris, J. Frank, and Laws, Clarence L.: Periarteritis nodosa, 105 
_ Hartman, Milton M.: Possible uses of a delayed-action antihistaminic (clinical trials), 
679 
Haun Edgar A., and Grinnell, Ernest L.: Sensitivity reactions from penicillin prep- 
arations of prolonged action, 4 
Hay fever (Progress in Allergy) (Morris A. Kaplan and Norman J. Ehrlich), 689 
Hay fever, and urticaria, A new antihistaminic compound for the treatment of, 
(Salvatore N. Saletta), 366 
- Hay fever, Nasal Pyribenzamine for relief of, (Michael “gprs 103 
Headache, migraine, Allergy of the eye associated with, (Case report) (Bernard 
Zussman), 524 
Headache, The treatment of, with particular reference to the use of Cafergone 
(ergotamine tratrate and caffeine) for the relief of attacks (French K. Hansel), 


Heart, Allergic - ise of the (Abstract) (B. Laszlo), 817 

Heise, Herman A.: The role of streptococci in bronchial asthma, 240 

Hematopoietic system, ‘The absence of the effects of Benadryl on the, (Howard C. 
Leopold), 510 

Henderson, Alfred R., and Judd, A. R.: The use of antihistaminic drugs in human 
tuberculosis, 306 
Henry, L. Dell, Prince, Homer E., Epstein, Stephan, Figley, Karl D., Wittich, Fred 

W., and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 

diseases. IX. Further studies with mold extracts, 301 

= _ Histamine-sympathin balance (Francisco J. Farrerons-Co), 46 

- Histamine, Coccidioidomycosis treatment with (Abstract) (Hinton D. Jonez), 395 

Hopkins, J. Gardner: The clinical significance of acetylcholine, 377 

Hormone allergy (Abstract) (M. K. Hajos), 816 

Horvath, Peter N., and Samitz, M. H.: Observations on severe penicillin reactions, 
490 

House ivy dermatitis—treatment by alcoholic extract of house ivy leaves (Samuel 

E. Rynes), 62 

“Human dander, Sensitivity to a specific, (Lester L. Bartlett), 215 

- Hungarian Medical Trade Union Association of Physicians, Section of Allergists. 

J Abstracts of lectures presented at second meeting, June 2, 1948, 812 

_ Hypersensitiveness, Contributions to chemical incitement theory in, (Abstract) 

(1. Went), 815 

Hypertrophy, mulberry, of the inferior turbinate, Allergy as the cause of, (Linden J. 
Wallner), 258 


Immediate urticarial reactions to intradermal injections of bacterial antigens (pre- 

. liminary report), (Bennett Kraft, Mark H. Mothersill, and R. H. Nestmann), 
162 

Immunity to diphtheria induced by a booster dose of alcohol-refined, alum-precipi- 
tated toxoids (Howard G. Rapaport and M. Murray Peshkin), 165 

Immunological studies with sera from penicillin-allergic patients (M. Salazar Mallen, 
and Ofelia Cuellar), 1 

Improved tissue culture technique adaptable to clinical testing for bacterial hyper- 
sensitivity of the tuberculin type, An, (Hermann Blatt, Frank A. Nantz, and 
Jeanne M. Rehm), 170 

Industrial dermatitis control (Nathan Francis), 374 

Infection, Mycotic, and allergy against fungi in the pathomechanism of infantile 
eczema (Abstract) (E. Liebner), 812 

— Inhalant allergy. I. The whealing response of the skin to serial dilution testing 
(Herbert J. Rinkel), 625 

Inhalant allergy. IT. Factors modifying the whealing response of the skin (Herbert 


J. Rinkel), 631 


NoveMrer-lEcEMBER, 1949 853 


. 
» 
i 
be 
q 
| 
= 
| 


INDEX 
3! Inhalant allergy. II]. The coseasonal application of serial dilution testing (titration) 
(Herbert J. Rinkel), 639 
In Memoriam 
Anglin, George Chambers, 295 ; ; 
Jordan, Philip J., 296 
Mowry, William Atwood, 295 
Isuprel, The treatment of bronchial asthma (William H. 384 
J 
Jaros, Stanislaus H., Castillo, Julio, C — De Beer, Edwin J.: The clinical applica- 
tion of a new piperazine compound, I. Human pharmacology, 458 
Jaros, Stanislaus H.: The clinical koe of a new piperazine compound, II. 
Clinical observations, 466 
Jenkins, Charles M.: “Cerebral edema” due to phenobarbital sensitivity (Clinical 
study of a case), 346 
Jenkins, Charles M.: Skin sensitization to BAL ointment, 807 
Jonez, Hinton D.: Coccidioidoimycosis treatment with histamine (Abstract), 395 
Jordan, Philip J. (In Memoriam), 296 
Judd, A. R., and Henderson, Alfred R.: The use of antihistaminic drugs in human 
tuberculosis, 306 


K 


a Kaplan, Merris A., and Ehrlich, Norman J.: Hay fever—a review of the literature 
of 1948 (Progress in Allergy), 689 

Kelcoloid, Sensitivity to—preliminary study, (Roy A. Ouer), 681 

Kleinman, A. Irwin: An adapter for the rapid performance of the puncture skin 
test, 372 

Kraft, Bennett, Mothersill, Mark H., and Nestmann, R. H.: Immediate urticarial 
reactions to intradermal injections of bacterial antigens (preliminary report), 162 


L 


Laszlo, B.: Allergic disease of the heart (Abstract), 817 
_ Laws, Clarence L., and Harris, J. Frank: Periarteritis nodosa, 105 
_ Laymon, Carl W., Madden, John F., and Schmid, John F.: The topical application of 
Thephorin. A study of the frequency of eczematous sensitization, 646 
_ Leopold, Howard C.: The absence of the effects of Benadryl on the hematopoietic 
system, 510 
7 Levinson, Leon, Beakey, John F., Bresnick, Elliott, and Segal, Maurice S.: Evalua- 
tion of therapeutic substances employed for the relief of ecaihinialin, 141, 
Anticholinergic agents, 
Liebner, E.: Mycotic infection and allergy against fungi in the pathomechanism of 
infantile eczema (Abstract), 812 
Lipman, William H.: The treatment of bronchial asthma with Isuprel, 384 


Liver extracts, Acquired sensitization of, (Abstract) (G. Gortvai), 816 ~~ 
Love, Robert, ‘and Feinblatt, Theodore M.: Oral pollen absorption, 228 7 

M 
McGavack, Thomas H.: The nature of Benadryl activity and its clinical applications, 


232 

Madden, John F., Laymon, Carl W., and Schmid, John F.: The topical application of 
Thephorin. A study of the frequency of eczematous sensitization, 646 

- Maietta, A. L.: The diagnosis and treatment of perennial allergic coryza, 359 

Maietta, A. L.: Unusually good results in pollinosis with combined antigen-antihis- 

tamine therapy, 789 

Management of anesthesia for the allergic patient (Richard E. Brenneman), 534 

Massive spontaneous subcutaneous emphysema occurring in an asthmatic attack 
(Abstract) (Maury D. Sanger), 395 

Mediastinal shift in asthma, Significance of, (Leslie H. Osmond), 799 

Mendes, Ernesto: Pollen allergy in the city of Sado Paulo, Brazil, 787 

Metabolism, Protein and vitamin, in the allergic state (A preliminary study) (Thomas 
J. Adams), 482 

Methyl thiouracil treatment cf bronchial nethens (Abstract) (Mary Katherine 
Hajos), 814 


a 854 : ANNALS OF ALLERGY 


4 


INDEX 


Miale, John B.: The manifestations and mechanisms of vascular allergy, a critical 
review (Progress in Allergy), 124 

Micropowdered aminophylline or theophylline inhalation therapy in chronic bronchial 
asthma (Evaluation by recorded vital capacity changes), (George V. Taplin, 
Arthur L. Gropper, and Gordon Scott, with the technical assistance of James R. 
Hageman), 513 

Migraine headache, Allergy of the eye associated with, (Case report), (Bernard 
M. Zussman), 524 

Miller, Jerome: Allergic arthritis, 497 

Minnesota Multiphasic Personality Inventory Test, A study of one hundred allergic 
individuals by the (Abstract) (Ethan Allan Brown, I. Alan Annis, and Lionel 
P. Goiten), 393 

Miscellaneous allergies (Progress in Allergy), (L. J. Halpin), 820 

Mohr, Frank L., and Yonkman, Frederick F.: An approach to the problem of 
“epinephrine fastness,” 60 

Mold fungi in the etiology of respiratory allergic diseases, IX. Further studies with 
mold extracts. (Homer E. Prince, Stephan Epstein, Karl D. Figley, Fred W. 
Wittich, L. Dell Henry, and Marie B. Morrow), 301 

Mold fungi in the etiology of respiratory allergic diseases, X. Instrinsic fungus factors 
in relation to asthma. (L. O. Dutton), 585 

Mold fungi in the eticlogy of respiratory allergic diseases, XI. Phytopathogenic 
fungi in aerobiological populations. (Marie Betzner Morrow and Harry Delbert 
Thiers), 5 

Mold fungi in the etiology of respiratory allergic diseases, XII, Further studies with 
mold extracts. (Homer E. Prince, Carl E. Arbesman, Ear! D. Sellers, Paul T. 
Petit, Ethan Allan Brown, and Marie B. Morrow), 597 

Mold fungi in the etiology of respiratory allergic diseases, XIII. The use of a con- 
centrated extract in the treatment of mold-sensitive patients. (Karl D. Figley 
and Frank F. A. Rawling), 610 

Morrow, Marie B., Prince, Homer E., Epstein, Stephan, Figley, Karl D., Wittich, 
Fred W., and Henry, L. Dell: Mold fungi in the etiology of respiratory allergic 
diseases, 1X. Further studies with mold extracts, 301 

Morrow, Marie Betzner, and Thiers, Harry Delbert: Mold fungi in the etiology of 
respiratory allergic diseases, XI. Phytopathogenic fungi in aerobiological popula- 
tions, 592 

Morrow, Marie B., Prince, Homer E., Arbesman, Carl E., Sellers, Earl D., Petit, Paul 
T., and Brown, Ethan Allan,: Mold fungi in the etiology of respiratory allergic 
diseases, XII. Further studies with mold extracts, 597 

Mothersill, Mark H., Kraft, Bennett, and Nestmann, R. H.: Immediate urticarial 
reactions to intradermal injections of bacterial antigens (preliminary report), 


1 

Mowry, William Atwood (In Memoriam), 295 

Mycotic infection and allergy against fungi in the pathomechanism of infantile 
eczema (Abstract) (E. Liebner), 812 


N 


Nantz, Frank A., Blatt, Hermann, and Rehm, Jeanne M.: An improved tissue cul- 
ture technique adaptable to clinical testing for bacterial hypersensitivity of the 
tuberculin type, 170 

Nature of Benadryl activity and its clinical applications, The, (Thomas H. Mc- 
Gavack), 232 

Nasal Pyribenzamine for relief of hay fever (Michael Zeller), 103 

Nebulization, Procedure for determination of aerosol delivery and stability during, 
(H. A. Abramson, B. Sklarofsky, and C. Reiter), 612 

Neo-Antergan, An evaluation of, in dermatology, (Norman Tobias and Joseph Grin- 
don, Jr.), 

Neohetramine, A clinical evaluation of, in allergic diseases, (Emanuel Schwartz and 
Jacob Reicher), 320 

Neohetramine in the treatment of experimental tuberculosis (Charles J. Duca and 
John V. Scudi), 318 

Nestmann, R. H., Kraft, Bennett, and Mothersill, Mark H.: Immediate urticarial 
reactions to intradermal injections of bacterial antigens (preliminary report), 
162 

Neurotropic virus disease, Antigen-antibody mechanisms in, (Berry Campbell and 
R. A. Good), 471 

New antihistaminic compound fer the treatment of urticaria and hay fever, A, 
(Salvatore N. Saletta), 366 


NoveMBER-DECEMBER, 1949 


4 


i : a 
>. 
855 
| 
| 


Abramson, Harold A., 843 . 
Air Force Medical Reserve i is established, 39 7 
American Academy of Allergy, 721 ae 


American College of Allergists (fifth annual meeting), 432 
American College of Physicians offers postgraduate course, The, 151 


Allergens Research Division of the Bureau of Agricultural and Industrial Chem-_ 


istry, 431 
American Society of Ophthalmologic and Otolaryngologic Allergy, 324 
Argentine Society of Allergy, 150 
Bound volumes of the Annals available, 45 
Brazilian Allergy Society, 150, 721 
Brazilian Institute of History and Medicine, 581 
Buckman, R. J., 722 
California Society of Allergy, 436 
Chicago Society of Allergy, 843 
Chilean Allergy Society, 438 
Civilian doctors sought for Panama Canal Zone, 436 A» 
Clinical Pathology and Laboratory Procedures, Department of, 436 
Coca, Arthur F., 298 
Connecticut Allergy Society, 150, 437 
Cuban Society of Allergists, The, 581 , 
Dermatologic allergy, Sympcsium on, 720 
ae Annual Meeting (A.C.A.), 432 
forum on allergy, 298 
Goltman, David W., 151 al 
Gottlieb, Philip M., 843 
Griggs, Joseph F., 152 7 
Hansel Foundation, 719 
Harofe Haivri, The Hebrew Medical Journal, 31, 580 
Hungarian Section of Allergists, 297 
Instructional Courses, 1948 Fall Graduate, 3; (1949) 12, 436 
International Archives of Allergy and Applied Immunology, 152 


International Association of Allergists, The, 150, 435, (list of members), 841 


International Congress on Allergy, First, 611 Mia) 
Israel Society of Allergy, 437 

Los Angeles Society of Allergy, 150 

Louisiana Allergy Society, 437 

Marsh, Carl D., 151 

Mexican Society of Allergists, 437 

Necrology, 152, 843 

New equipment, 843 

New Jersey Allergy. Society, The, 437 

New York Allergy Society, The, (program), 161, 297, 438, (award) 842 
Ohio Valley Allergy Society, 580 

Omaha ‘Mid-West Clinical Society, 

Pennsylvania Allergy Association, 

Philadelphia Allergy Society, 842 

Pittsburgh Allergy Society, The, 722 

Postgraduate Center for Psychotherapy, Inc., 297 

Postgraduate courses in allergy, 720 

Progress in Allergy (bound), 164 a 
Quarterly Review of Allergy and Applied Immunology, The, 439, 5 
Research grants, 297 

Rinkel, Herbert J., 722 

Rosen, Frank L., 581 


Sangiorgi, Professor Piero, Milan, Italy, re: International Archives of 


and Applied Immunology, 152 
Scholarship awards, 786 
Southeastern Allergy Association, 297, 841 
Spanish Allergy Society, 438, 721 - 
Stoesser, Albert V., 722 
Surgeon General, From the technical information office of the, 5! 
Swedish Asscciation for Allergology, 581 
Swiss Society of Allergy, 721 
Symposium on dermatologic allergy, 720 
Unger, Leon, 722 


ANNALS OF 


Allergy 


ALLERGY 


2 
the! 
News Items 2 
* 
— 
i 
= 
856 
| | j 


INDEX 


Observations on the action of Orthoxine in patients with bronchial asthma (Sidney 
Friedlaender and Alex S. Friedlaender), 683 

Observations on severe penicillin reactions (M. H. Samitz and Peter N. Horvath), 490 

Oil, range, Persistent cough and bronchospasm due to exposure to fumes from—a 
new clinical syndrome (Ethan Allan Brown), 756 

Oliveira Lima, A., and Rocha, Glynne: Cutaneous reactions to tobacco antigen in 
allergic and nonallergic children, 528 

Oral pollen absorption (Theodore M. Feinblatt and Robert Love), 228 

Ordman, David: Bronchial asthma caused by the inhalation of wood dust, 492 

Origin of patterns of allergic sensitization, The, (Roger P. Wodehouse), 172 

Orthoxine, Observations on the action of, in patients with bronchial asthma, (Sidney 
Friedlaender and Alex S. Friedlaender), 683 

Osmond, Leslie H.: Significance of mediastinal shift in asthma, 799 

Ouer, Roy A.: Sensitivity to kelcoloid—preliminary study, 681 


P 

Pancreas, Allergy of the, and of the salivary glands (Editorial), 266 : 

Passarelli, Nelson; Pinto de Maranda, Mario, and de Castro, Carlos: A study of 
the incidence of air-borne fungi in the city of Rio de Janeiro, 334 

Patch test, An evaluation of the, based on experimental findings, Soca! eoorela 308 

Patch testing, Repeated, : allergic eczematous sensitization, (Victor H. Witten, and 
Hilliard M. Shair), 3 

Pediatric allergy—a es review of recent literature (Progress in Allergy) 
(Jerome Glaser), 268 

Penicillin, Aerosol, in allergic patients with respiratory infections, (Abstract) 
(Mayer A. Green), 394 

Penicillin-allergic patients, Immunological studies with sera from, (M. Salazar 
Mallen, and Ofelia, Cuellar), 

Penicillin preparations, Sensitivity reactions from, of prolonged action, (Edgar A. 
Haunz, and Ernest L. Grinnell), 4 

Penicillin reactions, severe, Observations on, (MI. H. Samitz and Peter N. Horvath), 


Penicillin sensitivity (French K. Hansel), 619 

Perennial allergic coryza, The diagnosis and treatment of, (A. L. Maietta), 359 

Periarteritis nodosa (J. Frank Harris and Clarence L. Laws), 105 

Persistent cough and bronchospasm due to exposure to fumes from range oil—a 
new clinical syndrome (Ethan Allan Brown), 756 

Peshkin, M. Murray, and Rapaport, Howard G.: Immunity to diphtheria induced 
by a booster dose of alcohol-refined, alum- precipitated — 165 

Petit, Paul T., Prince, Homer E., Arbesman, Carl E., Sellers, Earl D., Brown, Ethan 
Allan, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 
diseases XIT. Further studies with mold extracts, 597 

Phenergan (R. P. 3277) Preliminary report of clinical effectiveness, (Maurice H. 
Shulman), 506 

Phenobarbital sensitivity, “Cerebral edema” due to, (Clinical study of a case) 
(Charles M. Jenkins), 346 

Phenosulfonphthalein aerosols, Standardization procedure for determination of aerosol 
delivery of nebulizers by, (Abstract) (Harold A. Abramson, Carl Reiter, Bern- 
ard Sklarofsky, and Henriette H. Gettner), 390 

Phenosulfonphthalein mists, Aerosols I. The urinary excretion of inhaled, (Harold 

Abra:nson, C. Reiter, H. H. Gettner, and B. Sklarofsky), 761 

Photogenica, Urticaria. Report of two cases, one of them associated with purpura 
photogenica (Stephan Epstein), 

Phytopathogenic fungi in aerobiological populations XT. (Mold fungi in the etiology 
of respiratory allergic diseases) (Marie Betzner Morrow and Harry Delbert 
Thiers), 592 

Pinto de Maranda, Mario, Passarelli, Nelson, and de Castro, Carlos: A study of the 
incidence of air-borne fungi in the city of Rio de Janeiro, 334 

Piperazine compound. The clinical application of a new. I. Human pharmacology 
(Stanislaus H. Jaros, Julio C. Castillo, and Edwin J. De Beer), 458 

Piperazine compound, The clinical application of a new, II. Clinical observations 
(Stanislaus H. Jaros), 466 

Pollen allergy in the city of Sao Paulo, Brazil (Ernesto Mendes), 787 

Pollen extracts, Testing for identity and purity of, (Roger P. Wodemenee), 752 

Pollen, Oral, absorption (T heodore M. Feinblatt and Robert Love) 


NovEMBER-DECEMBER, 1949 


1 
| 
I. 
@ 
“4 

| 


Pollinosis, The use of cevitamic acid in the symptomatic and coseasonal treatment 
of, (Ethan Allan Brown, and Simon L. Ruskin), 65 
Pollinosis, Unusually good results in, with combined antigen-antihistamine therapy, 
(A. L. Maietta), 789 
Physical allergodermatoses (Abstract) (E. Rajka), 815 
Possible uses of a delayed-action antihistaminic (clinical trials) (Milton M. Hart- 
man), 679 
Potassium treatment, oral, The use of, in atopic dermatitis (Abstract) (Ethan Allan 
Brown), 392 
_ Prigal, Samuel J., and Furman, Moses L.: The use of bacitracin, a new antibiotic, 
in aerosol form, (Preliminary observations), 662 
e Prince, Homer E., Arbesman, Carl E., Sellers, Earl D., Petit, Paul T., Brown, Ethan 
Allan, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 


diseases XII. Further studies with mold extracts, 597 
7 Prince, Homer E., Epstein, Stephan, Figley, Karl D., Wittich, Fred W., Henry, 
— L. Dell, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 
diseases IX. Further studies with mold extracts, 301 
: _ Procedure for determination of aerosol delivery and stability during nebulization 
, H. A. Abramson, B. Sklarofsky, and C. Reiter), 612 
a Program, A.C.A., Fifth Annual Meeting, 71 
Progress in Allergy 
Bronchial asthma V (Leon Unger, Benjamin F. Gordon), 397; 551 
Hay fever (Morris A. Kaplan and Norman J. Ehrlich), 689 
Manifestations and mechanisms of vascular allergy, The, (John B. Miale), 124 
Miscellaneous allergies (L. J. Halpin), 820 
Pediatric allergy (Jerome Glaser), 268 
Protein and vitamin metabolism in the allergic state (A preliminary study) (Thomas 
J. Adams), 482 
Pruritus and allergic dermatoses, A new antihistaminic agent for the treatment of, 
(Diatrin hydrochloride) (Frank C. Combes, Ruth Zuckerman, and Orlando 
Canizares), 676 
Psychosomatic aspects of bronchial asthma (Abstract) (K. Hajos), 813 
- Pyribenzamine and epinephrine, Comparison of antihistamine action of, introduced 
into human skin by electrophoresis (Skin reactions XVI) (Harold A. Abram- 
son and Samuel Grosberg), 325 
Pyribenzamine, The effect of substitution of Antistine (phenyl-benzyl-amino-methyl- 
imidazoline) for Benadryl or, during the height of the ragweed pollen season 
(Bernard Dickstein), 250 
_ Pyribenzamine, Nasal, for relief of hay fever, (Michael Zeller), 103 


R 
Rajka, E.: Physical allergodermatoses (Abstract), 815 
Randolph, Theron G., and Yeager, Leona B.: Corn sugar as an allergen, 651 + 


Rapaport, Howard G., and Peshkin, M. Murray: Immunity to diphtheria induced by 
a booster dose of alcohol-refined, alum-precipitated toxoids, 165 
- Rawling, Frank F. A., and Figley, Karl D.: Mold fungi in the etiology of respira- 
tory allergic diseases XIII. The use of a concentrated extract in the treatment 
; of mold-sensitive patients, 610 
_ Reactions, Sensitivity, from penicillin preparations of prolonged action (Edgar A. 
Haunz, and Ernest L. Grinnell), 4 
_ Rehm, Jeanne M., Blatt, Hermann, and Nantz, Frank A.: An improved tissue culture 
technique adaptable to clinical testing for bacterial hypersensitivity of the tuber- 
culin type, 170 
Reicher, Jacob, and Schwartz, Emanuel: A clinical evaluation of Neohetramine in 
allergic diseases, 320 
_ Reiter, C., Abramson, Harold A., Gettner, H. H., and Sklarofsky, B.: Aerosols I. 
The urinary excretion of inhaled phenolsulfonphthalein mists, 761 
Reiter, C., Abramson, H. A., and Sklarofsky, B.: Procedure for determination of 
aerosol delivery and stability during nebulization, 612 
Reiter, Carl, Abramson, Harold A., Sklarofsky, Bernard, and Gettner, Henriette H.: 
Standardization procedure for determination of aerosol delivery of nebulizers 
by phenolsulfonphthalein aerosols (Abstract), 390 
Relationships of allergic paroxysms in the female sex cycle (Abstract) (K. 
Hajos), 816 
Repeated patch testing in allergic eczematous sensitization (Victor H. Witten and 
Hilliard M. Shair), 32 


ANNALS OF ALLERGY 


=i Way 
INDEX 
J 
2 
J 


INDEX 


Respiratory allergic diseases, Mcld fungi in the etiology of, IX. Further studies 
with mold extracts. (Homer E. Prince, Stephan Epstein, Karl D. Figley, Fred 
W. Wittich, L. Dell Henry, and Marie B. Morrow), 301 

Respiratory allergic diseases, Mold fungi in the etiology of, X. Intrinsic fungus 

factors in relation to asthma. (L. O. Dutton), 585 

Respiratory allergic diseases, Mold fungi in the etiology of, XI. Phytopathogenic 
fungi in aerobiological populations. (Marie Betzner Morrow and Hz irry Delbert 
Thiers), 592 

Respiratory allergic diseases, Mold fungi in the etiology of, XII. Further studies 
ae mold extracts. (Homer E. Prince, Carl E. Arbesman, Earl D. Sellers, Paul 

. Petit, Ethan Allan Brown, and Marie B. Morrow ), 597 

thee allergic diseases, Mold fungi in the etiology of, XIII. The use of a 
concentrated extract in the treatment of mold-sensitive patients. (Karl D. 
Figley and Frank F. A. Rawling), 610 

Respiratory infections, Aerosol penicillin in allergic patients with, (Abstract) (Mayer 
A. Green), 394 

Review of the chemical approach to allergens, A, (Harry S. Bernton), 13 

Rheumatoid arthritis—food allergy as a factor, (Michael Zeller), 200 

Rheumatoid arthritis, The role af allergy in, and a suggested treatment (George E. 
Rockwell), 195 

Rinkel, Herbert J.: Inhalant allergy. I. The whealing response of the skin to serial 


dilution testing, 625 
Rinkel, Herbert a Inhalant allergy. IT. Factors modifying the whealing response 
of the skin, 631 


Rinkel, Herbert J.: Inhalant allergy. IIT. The coseasonal application of serial dilution 
testing (titration), 639 

Rio de Janeiro, A study of the incidence of air-borne fungi in the city of, (Nelson 
Passarelli, Mario Pinto de Maranda, and Carlos de Castro), 334 

Ritvo, Max, Brown, Ethan Allan, and Ritvo, Mever: An evaluation of routine x-ray 
findings in asthmatic-patients (Abstract), 393 

Ritvo, Meyer, Brown, Ethan Allan, and Ritvo, Max: An evaluation of routine x-ray 
findings in asthmatic patients (Abstract), 393 

Rocha, Glynne, and Oliveira Lima, A.: Cutaneous reactions to tobacco antigen in 
allergic and nonallergic children, 528 

Rockwell, George E.: The role of allergy in rheumatoid arthritis and a suggested 
treatment, 195 

Role of allergy = anaes arthritis and a suggested treatment, The, (George E. 


Rockwell), 

Role of cence? in bronchial asthma, The, (Herman A. Heise), 240 

Rose, E., and Weil, A. J.: Separation by means of ammonium salts of the antibody- 

antigen reaction from the response of the smooth muscle, 108 

Rowe, Albert H.: Chronic ulcerative colitis, an allergic disease, 727 

Ruskin, Simon L., and Brown, Ethan Allan: The use of cevitamic acid in the symp: 

tomatic and coseasonal treatment of pollinosis, 65 
— Rynes, Samuel E.: House ivy dermatitis—treatment by alcoholic extract of house 

ivy leaves, 62 
Salazar Mallen, M., and Cuellar, Ofelia: Immunological studies with sera f. m_ peni- 
cillin-allergic patients, 1 

Saletta, Salvatore N.: A new antihistaminic compound for the treatment of urticaria 
and hay fever, 366 

Salivary glands, Allergy of the pancreas and of the, (Editorial), 266 

Samitz, M. H., and Horvath, Peter N.: Observations on severe penicillin reactions, 
490 

Sanger, Maury D.: Massive spontaneous subcutaneous emphysema occurring in an 
asthmatic attack (Abstract), 395 

Schmid, John F., Laymon, Carl W., and Madden, John F.: The topical application of . 
Thephorin. A study of the frequency of eczematous sensitization, 646 

Schulman, Philip M., and Fuchs, Abner M.: Clinical experiences with B-(p-methyl- 
benzhydryloxy)-ethyldimethylamine hydrochloride (A new antihistaminic), 502 

Schwartz, Emanuel, and Reicher, Jacob: A clinical evaluation of Neohetramine in 


allergic diseases, 320 
~ Schwartz, Emanuel: Comparative toxicity and side effects of the antihistaminic 


drugs, 770 
859 


s 


NoveMrer-DeEcEMBER, 1949 


4 
A 


INDEX 


Scott, Gordon, Taplin, George V., and Gropper, Arthur L., with the technical assist- 
ance of Hageman, James R.: Micropowdered aminophylline or theophylline 
inhalation therapy in chronic bronchial asthma (Evaluation by recorded vital 
capacity changes), 513 

Scratch testing, A handy dropper for, (Alvin Seltzer), 532 

Scudi, John V., and Duca, Charles J.: Neohetramine in the treatment of experimental 
tuberculosis, 318 

Segal, Maurice S., Beakey, John F., Bresnick, Elliott, and Levinson, Leon: Evaluation 
of therapeutic substances employed for the relief of bronchospasm. III. Anti- 
cholinergic agents, 113 

Sellers, Earl D., Prince, Homer E., Arbesman, Carl E., Petit, Paul T., Brown, Ethan 
Allan, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 
diseases. XII. Further studies with mold extracts, 597 

Seltzer, Alvin: A handy dropper for scratch testing, 532 

Sensitivity to a specific human dander (Lester L. Bartlett), 215 

Sensitivity to kelcoloid—preliminary study (Roy A. Ouer), 681 

Sensitivity reactions from penicillin preparations of prolonged action (Edgar A, 
Haunz, and Ernest L. Grinnell), 4 

Sensitization, Acquired, of liver extracts, (Abstract) (G. Gortvai), 816 

Sensitization, allergic, The origin of patterns of, (Roger P. Wodehouse), 172 

Sensitization, allergic eczematous, Repeated patch testing in, (Victor H. Witten and 
Hilliard M. Shair), 32 

Separation by means of ammonium salts of the antibody-antigen reaction from the 
response of the smooth muscle (A. J. Weil, and E. Rose), 108 

Sex cycle, female, Relationships of allergic paroxysms in the, (Abstract) (K. 
Hajos), 816 

Shair, Hilliard M., and Witten, Victor H.: Repeated patch testing in allergic eczema- 
tous sensitization, 32 

Shulman, Maurice H.: Phenergan (R. P. 3277) Preliminary report of clinical effec- 
tiveness, 506 

Significance of mediastinal shift in asthma (Leslie H. Osmond), 799 

Simor, D.: Diabetic dispensers in prevention of complications (Abstract), 817 

Simultaneous sessicns (Editorial), 550 

Sinusitis, allergy and bacterial vaccine, (K. A. Baird), 339 

Skin reactions XVI. Comparison of antihistaminic action of Pyribenzamine and 
epinephrine introduced into human skin by electrophoresis (Harold A. Abramson 
and Samuel Grosberg), 325 

Skin sensitization to BAL ointment (Charles M. Jenkins), 807 

Skin test, puncture, An adapter for the rapid performance of the, (A. Irwin Klein- 
man), 372 

Sklarofsky, B., Abramson, Harold A., Reiter, C., and Gettner, H. H.: Aerosols I. 
The urinary excretion of inhaled phenosulfonphthalein mists, 761 

Sklarofsky, B., Abramson, H. A., and Reiter, C.: Procedure for determination of 
aerosol delivery and stability during nebulization, 612 

Sklarofsky, Bernard, Abramson, Harold A., Reiter, Carl, and Gettner, Henriette H. : 
Standardization procedure for determination of aerosol delivery of nebulizers by 
phenosulfonphthalein aerosols (Abstract), 390 

Sperber, Perry A.: Whale oil, trichophytin, and autoserotherapy in the treatment of 
epidermophytosis, 91 

Spitz, Herman (In Memoriam), 440 

Spontaneous rib fracture in bronchial asthma (Maxwell L. Gelfand), 217 

Standardization procedure for determination of aerosol delivery of nebulizers by 
phenosulfonphthalein aerosols (Abstract) (Harold A. Abramson, Carl Reiter, 
Bernard Sklarofsky, and Henriette H. Gettner), 390 

Streptococci, The role of, in bronchial asthma, (Herman A. Heise), 240 

Studies of drug sensitivity (O. C. Hansen-Pruss), 219 


» Study of one hundred allergic individuals by the Minnesota Multiphasic Personality 


Inventory Test (Abstract) (Ethan Allan Brown, I, Alan Annis, and Lionel P. 
Goiten), 393 

Study of the incidence of air-borne fungi in the city of Rio de Janeiro, A., (Nelson 
Passarelli, Mario Pinto de Maranda, and Carlos de Castro), 334 

Subcutaneous emphysema complicating chronic bronchial asthma—a report of two 
cases (Saul W. Chester), 783 

Sugar, Corn, as an allergen (Theron G. Randolph and Leona B. Yeager), 651 


860 ANNALS OF ALLERGY 


—* 
“+ 
im 
; 
q 


INDEX 


T 


Taplin, George V.; Gropper, Arthur L., and Scott, Gordon, with the technical assist- 
ance of Hageman, James R.: Micropowdered aminophylline or theophylline in- 
halation therapy in chronic bronchial asthma (Evaluation by recorded vital 
capacity changes), 513 

esting for identity and purity of pollen extracts (Roger P. Wodehouse), 752 

‘heophylline inhalation therapy, Micropowdered aminophylline or, in chronic bron- 
chial — (Evaluation by recorded vital capacity changes) (George V. Taplin, 
Arthur Gropper, and Gordon Scott, with the technical assistance of James 

R. S13 

~ Thephorin, The ae application of, A study of the frequency of eczematcus sensi- 

tization (Carl W. Laymon, John F. Madden, and John F. Schmid), 646 

‘Therapeutic effects of certain antihistamine drugs in allergic conditions (Hilbert L. 

Harris), 206 

Therapeutic substances, Evaluation of, employed for the relief of bronchospasm, ITI. 

Anticholinergic agents (John F. Beakey, Elliott Bresnick, Leon Levinson, and 

Maurice S. Segal), 113 

— Thiers, Harry Delbert, and Morrow, Marie Betzner: Mold fungi in the etiology of 

respiratory allergic diseases, XI P hytopathogenic fungi in aerobiological popu- 

lations, 592 

lobacco antigen, Cutaneous reactions to, in allergic and nonallergic children (A. 

7 Oliveira Lima and Glynne Rocha), 5 
Tobias, Norman, and Grindon, Joseph Jr.: An evaluation of Neo-Antergan in der- 

matology, 778 
Tonsil, problem in children, Allergy and the, (Norman W. Clein), 329 
Topical application of Theophorin, The, A study of the frequency of eczematous 
sensitization. (Carl W. Laymon, John F. Madden, and John F. Schmid), 646 
Toxicity, Comparative, and side effects of the antihistaminic drugs (Emanuel 
Schwartz), 770 
Treatment of bronchial asthma with Isuprel, The, (William H. Lipman), 384 
Treatment of headache, The, With particular reference to the use of Cafergone 
aS (ergotamine tartrate and caffeine) for the relief of attacks (French K. Hansel), 
155 
Treatment of intrinsic bronchial asthma with autogenous vaccine, The, (A. C. 
Grorud), 540 

Trichophytin, Whale oil, and autoserotherapy in the treatment of epidermophytosis 

(Perry A. Sperber), 91 

Tuberculosis, experimental, Neohetramine in the treatment of, (Charles J. Duca 

and John V. Scudi), 318 

Tubercutosis, human, The use of antihistaminic drugs in, (A. R. Judd and Alfred 

Rk. Henderson), 306 

Tuberculous allergy and bronchial asthma (Abstract) (T. Gluck), 812 

Turbinate, inferior, Allergy as the cause of mulberry hypertrophy of the, (Linden 

J. Wallner), 258 


U 
Unger, Leon, and Gordon, Benjamin F.: Bronchial asthma V (Progress in Allergy), 
397, 551 
Uniformity, For the sake of (Editorial), 818 
—U nusually good results in pollinosis with combined antigen-antihistamine therapy 
(A. L. Maietta), 789 
Urinary excretion of inhaled phenosulfonthphalein mists, The, Aerosols I. (Harold 
A. Abramson, C. Reiter, H. H. Gettner, and B. Sklarofsky), 761 
Urticaria and hay fever, A new antihistaminic compound for the treatment of, 
(Salvatore N,. Saletta), 366 
Urticaria photogenica. Report of two cases, one of them associated with purpura 
photogenica (Stephan Epstein), 443 
Urticarial reactions, Immediate, to intradermal injections of bacterial antigens (pre- 
liminary report) (Bennett Kraft, Mark H. Mothersill, and R. H. Nestmann), 162 
Use of antihistaminic drugs in human tuberculosis, The, (A. R. Judd and Alfred 
R. Henderson), 306 
Use of bacitracin, a new antibiotic, in aerosol form, The, (Preliminary observations) 
(Samuel J. Prigal and Moses L. Furman), 662 
Use of cevitamic acid in the symptomatic and coseasonal treatment of pollinosis, The, 
(Ethan Allan Brown, and Simon L. Ruskin), 65 
Use of oral potassium treatment in atopic dermatitis, 


NoveMBeER-DECEMBER, 1949 


(Ethan Allan 


= 
¥ 


INDEX 


Vaccine, debnieetiaia: The treatment of intrinsic bronchial asthma with, (A. C. 
Grorud), 540 

Vaccine, bacterial, Sinusitis, allergy, and, (K. A. Baird), 339 

Vitamin, Protein and, metabolism in the allergic state, (A preliminary study) 
(Thomas J. Adams), 482 

Virus disease, neurotropic, Antigen-antibody mechanisms in (Berry Campbell and 
Rk. A. Good), 471 

von Pirquet gold medal, The (Editorial), 550 = | 

WwW 

Wallner, Linden J.: Allergy as the cause of mulberry hypertrophy of 
turbinate, 258 

Weil, A. J., and Rose, E.: Separation by means of ammonium salts of the antibody- 
antigen reaction from the response of the smooth muscle, 108 

Went, 1.: Contributions to chemical incitement theory in hypersensitiveness (Ab- 
stract), 815 

Whale oil, trichophytin, and autoserotherapy in the treatment of epidermophytosis 
(Perry A. Sperber), 91 

Witten, Victor H., and Shair, Hilliard M.: Repeated patch testing in allergic eczema- 
tous sensitization, 32 

Wittich, Fred W., Prince, Homer E., Epstein, Stephan, Figley, Karl D., Henry, L. 
Dell, and Morrow, Marie B.: Mold fungi in the etiology of respiratory allergic 
diseases. IX. Further studies with mold extracts, 301 

Wodehouse, Roger P.: The origin of patterns of allergic sensitization, 172 

Wodehouse, Roger P.: Testing for identity and purity of pollen extracts, 752 

Wood dust, Bronchial asthma caused by the inhalation of, (David Ordman), 492 


x 


X-ray studies, An evaluation of routine, in asthmatic patients (Abstract) (Ethan 
Allan Brown, Max Ritvo, and Meyer Ritvo), 393 


Yeager, Leona B., and Randolph, Theron G.: Corn sugar as an allergen, 651 
Yonkman, Frederick F., and Mohr, Frank L.: An approach to the problem of 
“epinephrine fastness,” 60 


Zeller, Michael: Nasal Pyribenzamine for relief of hay fever, 103 

Zeller, Michael: Rheumatoid arthritis—food allergy as a factor, 200 

Zolov, Benjamin: Benadryl: intravenous use in allergy, 254 

Zoss, Samuel R.: Anxiety as a factor in asthma—a case report, 785 

Zuckerman, Ruth, Combes, Frank C., and Canizares, Orlando: Diatrin hydrochloride. 
A new antihistaminic agent for the treatment of pruritus and allergic dermatoses, 
676 

Zussman, Bernard: Allergy of the eye associated with migraine headache (Case 
report), 524 


| 


P 
| 
= 
= 
pe 
| 
olum 
ANNALS OF ALLERGY AN 


MEDICAL LIBRAKY 


PUBLISHED BY THE AMERICAN COLLEGE OF ALLERGISTS 


offerson, St Missouri 


January 15, 16, 17, 18,1950 


November-December 


1949 
blume 7, Number 6 Published Bimonthly 


ANNUAL SUBSCRIPTION $6.00 SINGLE COPIES $1.50 


JAN 4 1959 
| 
4 
Ke) 
SO 


...usually 15 or less— 
a single Tedral tablet 
_banishes asthmatic distress. 


The initial relief is followed 


Through the integrated action 


of Theophylline 
(2 grains) 


_ Ephedrine hydrochloride 
(3/8 grain) 
and Phenobarbital 
(1/8 grain) 


-Tedral provides prompt, 

_ effective and sustained relief 
- for the sufferer from asthma. 
7 The usual dose is 1 or 2 tablets 


_ three times daily. 


Also available as Tedral 
Enteric and Tedral 

1/2 Strength Enteric—for 
delayed action and for preven- 


tion of nocturnal attacks. 


TEDRAL 


CHILCOTT 
vision OF ‘lhe WValtine Company 


MORRIS PLAINS, NEW Ye 


> 
= = 
we 
of 
em. 
by four hours of comfort. 
UTES 
| 
+, 
> i 
7 
= 
> 
= 


ste 


